C:\STNEXP4\QUERIES\100Q96Q7 . str 




chain nodes : 

6 7 9 
ring nodes : 

1 2 3 4 5 
ring/chain nodes : 

10 

chain bonds : 

1-6 5-7 7-9 9-10 
ring bonds : 

1-2 1-5 
exact/norm bonds 

1-2 1-5 1-6 
exact bonds : 

5-7 7-9 9-10 
isolated ring systems 

containing l : 



2-3 3-4 4-5 



2-3 3-4 4-5 



Match level : 

l:Atom 2: Atom 



3; Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 9 



CLASS 10: CLASS 



C:\STNEXP4\QUERIES\100Q96Q7 . str 



-CH2--N'" N 



5" 

i 



chain nodes : 

6 7 8 
ring nodes : 

1 2 3 4 5 
ring/chain nodes : 

9 

chain bonds : 

1-6 5-7 7-8 8-9 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 
exact/norm bonds : 

1-2 1-5 1-6 2-3 3-4 4-5 
exact bonds : 

5-7 7-8 8-9 
isolated ring systems : 

containing 1 : 



Match level : 

l:Atom 2:Atom 3:Atom 4 : Atom 5:Atom 6:CLASS 7:CLASS 8:CLASS 9 : CLASS 



10/009,607 

=> 

Uploading 10009607. str 

LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 

NH 



N 



Structure attributes must be viewed using STN Express query preparation. 
=> s 11 sss sam 

SAMPLE SEARCH INITIATED 17:53:26 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 2011 TO ITERATE 

49.7% PROCESSED 1000 ITERATIONS , , A ^ T1 ^ a 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) " ANSWERS 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 37531 TO 42909 

PROJECTED ANSWERS: 871 TO 1863 

L2 34 SEA SSS SAM LI 

=> 

Uploading 10009607 . str 

L3 STRUCTURE UPLOADED 

=> d 13 

L3 HAS NO ANSWERS 
L 3 STR 



NH 



N 
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Structure attributes must be viewed using STN Express query preparation. 
=> s 13 sss sam 

SAMPLE SEARCH INITIATED 17:55:59 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 797 TO ITERATE 

100.0% PROCESSED 797 ' ITERATIONS sn Mq „ DQ 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) ANSWERS 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 14247 TO 17633 

PROJECTED ANSWERS: 608 TO 1472 

L4 50 SEA SSS SAM L3 

=> Testing the current file screen 

ENTER SCREEN EXPRESSION OR (END): end 

=> screen 2016 OR 2026 OR 2039 OR 2040 OR 2045 OR 2047 

L5 SCREEN CREATED 

=> 

Uploading C : \STNEXP4\QUERIES\10009607 . str 
L6 STRUCTURE UPLOADED 

=> que L6 NOT L5 
L7 QUE L6 NOT L5 
=> d 17 

L7 HAS NO ANSWERS 

" SCR 2016 0R 2 °26 OR 2039 OR 2040 OR 2045 OR 2047 

Lb STR 

NH 



Cf£ — N "N 



Structure attributes must be viewed using STN Express query preparation. 



QUE L6 NOT L5 

=> s 17 sss sam 
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SAMPLE SEARCH INITIATED 18:01:58 FILE 'REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 724 TO ITERATE 

100.0% PROCESSED 724 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 12866 TO 16094 

PROJECTED ANSWERS: 592 T0 14 48 



L8 



50 SEA SSS SAM L6 NOT L5 



=> s 17 sss ful 

FULL SEARCH INITIATED 18:02:25 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 15039 TO ITERATE 

100.0% PROCESSED 15039 ITERATIONS 
SEARCH TIME: 00.00.01 



L9 



=> 



899 SEA SSS FUL L6 NOT L5 



Uploading 10009607 (subl).str 
L10 STRUCTURE UPLOADED 

=> d 110 

L10 HAS NO ANSWERS 
L10 STR 



50 ANSWERS 



899 ANSWERS 



N' 



-Gl 



Gl 0,S,N 



Structure attributes must be viewed using STN Express query preparation. 



=> s 110 sub=19 sss sam 

SAMPLE SUBSET SEARCH INITIATED 18:04:00 FILE 'REGISTRY' 
SAMPLE SUBSET SCREEN SEARCH COMPLETED - 13 to JTERATE 

100.0% PROCESSED 13 ITERATIONS 

SEARCH TIME: 00.00.01 



PROJECTIONS (WITHIN SPECIFIED SUBSET) • 
PROJECTED ITERATIONS (WITHIN SPECIFIED SUBSET) 
PROJECTED ANSWERS (WITHIN SPECIFIED SUBSET) • 



Lll 



13 SEA SUB=L9 SSS SAM L10 



-> s 110 sub=19 sss ful 



13 ANSWERS 



ONLINE * * COMPLETE* * 

44 TO 476 
44 TO 476 
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FULL SUBSET SEARCH INITIATED 18: 04:57 FILE 1 REGISTRY 1 
FULL SUBSET SCREEN SEARCH COMPLETED - 235 TO ITERATE 

100.0% PROCESSED 235 ITERATIONS ~« flMWDQ 

SEARCH TIME: 00.00.01 235 ^SWERS 

L12 235 SEA SUB=L9 SSS FUL L10 

=> s 19 not 112 

L13 664 L9 NOT L12 

=> d his 

(FILE 'HOME' ENTERED AT 17:52:55 ON 26 JUN 2003) 

FILE 'REGISTRY' ENTERED AT 17:52:59 ON 26 JUN 2003 

L1 STRUCTURE UPLOADED 

L2 34 S LI SSS SAM 

L3 STRUCTURE UPLOADED 

L4 50 S L3 SSS SAM 

jl SCREEN 2016 0R 2 ° 2 6 OR 2039 OR 2040 OR 2045 OR 2047 

L6 STRUCTURE UPLOADED 047 

L7 QUE L6 NOT L5 

L8 50 S L7 SSS SAM 

L9 899 S L7 SSS FUL 

L1 ° STRUCTURE UPLOADED 

L11 13 S L10 SSS SAM SUB=L9 

L12 235 S L10 SSS FUL SUB=L9 

L13 664 S L9 NOT L12 

FILE »CAPLUS» ENTERED AT 18:05:08 ON 26 JUN 2003 
=> s 113 

L14 234 L13 

=> Testing the current file screen 

ENTER SCREEN EXPRESSION OR (END):end 

=> screen 2016 OR 2026 OR 2039 OR 2040 OR 2045 OR 2047 

L15 SCREEN CREATED 

=> 

Uploading C:\STNEXP4\QUERIES\10009607.str 
LI 6 STRUCTURE UPLOADED 

=> que L16 NOT L15 
L17 QUE L16 NOT L15 
=> s 117 sub=19 sss sam 

SAMPLE SUBSET SEARCH INITIATED 18:08:34 FILE 1 REGISTRY 1 
SAMPLE SUBSET SCREEN SEARCH COMPLETED - 51 TO SLrE 

100.0% PROCESSED 51 ITERATIONS 17 msmRS 
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SEARCH TIME: 00.00.01 



PROJECTIONS (WITHIN SPECIFIED SUBSET) : ONLTNF 
PROJECTED ITERATIONS (WITHIN SPECIFIED SUBSET) • 
PROJECTED ANSWERS (WITHIN SPECIFIED SUBSET) : ' 

L18 17 SEA SUB=L9 SSS SAM L16 NOT L15 

=> s 117 sub=19 sss ful 

FULL SUBSET SEARCH INITIATED 18:08:42 FILE 'REGISTRY' 
FULL SUBSET SCREEN SEARCH COMPLETED - 899 TO ITERATE 

100.0% PROCESSED 899 ITERATIONS 

SEARCH TIME: 00.00.01 



L19 

=> s 119 
L20 



256 SEA SUB=L9 SSS FUL L16 NOT L15 
66 L19 



**COMPLETE** 
592 TO 1448 
93 TO 587 



256 ANSWERS 



=> d 120 1-66 bib,ab,hitstr 
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L20 ANSWER 1 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 2003:434540 CAPLUS 

Preparation of substituted aryl pyrazine derivatives as CRF1 receptor 
SS^SloS:^ aga±nSt anXietY diS - de "' depression and streL 
Verhoest Patrick R. ; Hoffman, Robert L. ; Corbett, Jeffrey W. ; Ennis 
Michael D.; Frank, Kristine E. ; Fu, Jian-Min ' 
Pharmacia & Upjohn Company, USA 
PCT Int. Appl., 271 pp. 
CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KINDApATE 



TI 



IN 

PA 
SO 




PI 



W: 



AB 



045924 


Al 1 


200306051 


AE, 


AG, 


AL, 




AT, AU,/ 


CO, 


CR, 


CU, 


cz; 


\DE, DK/ 


GM, 


HR, 


HU, 


ID, 


fl^N, 


LS, 


LT, 


LU, 


LV, 


MA, MD, 


PL, 


PT, 


RO, 


RU, 


SC, SD, 


TZ, 


UA, 


UG, 


US, 


UZ, VC, 


MD, 


RU, 


TJ, 


TM 




GH, 


GM, 


KE, 


LS, 


MW, MZ, 


CH, 


CY, 


CZ, 


DE, 


DK, EE, 


PT, 


SE, 


SK, 


TR, 




NE, 


SN, 


TD, 


TG/ 




-332052P 


P 




20011121 ) 


-358546P 


P 




20020221 I 


-338285P 


P 




Z&Q20613 / 


-410378P 


P 




20020913 7 



APPLICATION NO. DATE 
WO 2002-US33642 20021115 



AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH-, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


BG, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 



--~-^w»w»« a, y x i,i-pyrazine den vs. shown as I; variables defined 

inaen-l!y?; a'fdietnT 0 ^^ 1 ' ( UR ' 2S) -*-ethoxy-2, 3-dihydro^H- 
inden 1 yl) 3, 6-diethylpyrazin-2-amine) and their use in treatina anxietv 

£nd?n er % f deP , reSS i° n StreSS relat6d disorders are discioseS 9 ?he * 

rer^n^or 1 ? 1 ^ the cor ticotropin releasing factor type I 

oTf d 93 IC5 2. Values generally ranges from .apprxTs nM to 
•apprx.10 .mu.M; no specific values are given. Although the methods of 
prepn are not claimed, 131 example prepns . of I and 190 example prepns 
of intermediates are included. For I: X = -NR3R4, -OR3 -CR3R5R5 

H°i R , 3 '.^ <0)mR3 ' ~ NR3C <°> R 4< or - N R3S(0)mR4, » - 0 2; £ = aryl 
substituted aryl, heteroaryl, or substituted heteroaryl Rl R2 and R5 - 

^o? 6 m; ; N02 ' _CN ' _Ra ' -° Ra ' -S(0)mRa, -NRaRa, -CWNRaRa,' -C<S)NRaRa " 
-S(0)mNRaRa, -NRaS(0)mRa, -NRaC(0)ORa, -OC(0)NRaRa -NRaC(0) NRaRa ' 
-NRaCS) NRaRa, -C(0)ORa, -C(S,ORa, or ' -OC (O) ORa . R3 and R^a or 
substituted and/or unsubstituted heterocycloalkyl, heteroaryl, aryT aryl 

heteroSI' f^™!^ 1 aryl heterocycloalkyl, 2 taJZiirJF 

heterocycloalkyl; Ra - H, alkyl, cycloalkyl, haloalkyl, aryl, heteroarvi 
or heterocycloalkyl (un) substituted with 1 to 5 of Rt -ORt -a?o?S? 

L R ? Rt ' ° X °^ thi0ne (:S) ' Ph ' heter ° ar « heterocycioaJkyi; Rt IT' 
h £'-° ? -NH2, -OH, -SH, -CN, -C(0,NH2, - C(0,NHalkyl, 
-C(0)Nalkylalkyl, -Oalkyl, NHalkyl, Nalkylalkyl, -S(0)malkvl SOPNH? 
S02NHalkyl and S02Nalkylalkyl, alkyl, cycloalkyl, haloai^'ph? benzyl 



i . , , J — -"jr-f ^y^udiKyi, naxoaiKvl, Ph, benzv 

excIuded y co m °H heteroc y cloal kyl; addnl. details including^pecificany 
t f fjtt ed C ° mP glVSn ±n the Claims - Com P ds - 1 are also claimed 

raptor: in'ti^es^ CRF1 «* ^ ^tecting'cRFl 



IT 535936-84-6P 
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RL: ARC (Analytical reagent use); BUU (Biological use, unclassified)- PAC 
use^SXai l^^VL ? PH (S * nthetic Preparation); THU (Therapeutic 

(drug, candidate and receptor detection and ligand screening agent; 
prepn. of substituted aryl pyrazine derivs. as CRF1 receptor 
SS^SoESJ agalnSt 9nXiety diSOrd - S ' depression and stress 
RN 535936-84-6 CAPLUS 

^"1^ M ;^^^ri™Kr oph ' nyl '" 3 ' 6 " dlethyl - N - ,1 - p " pyl - 1 "-^ d "° 1 - 2 - 



n-Pr 

Et 




*** FRAGMENT DIAGRAM IS INCOMPLETE *** ' 
IT 535936-82-4P 

(LctLt R o e rr^gintr N ' PREP preparation,; RACT 

(prepn. of substituted aryl pyrazine derivs. as CRF1 receptor 
"SSFXoSSf aga±nSt diSOrde "' depression and stress 

RN 535936-82-4 CAPLUS 

CN lH-Imidazol-2-amine, 1-propyl- (9CI) (CA INDEX NAME) 



1' 



\^nh 2 



N 

\ 
Pr-n 



RE.CNT 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT ~ 
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L20 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
FAN 



ANSWER 2 OF 66 CAPLUS COPYRIGHT 2003 ACS 
2003:133263 CAPLUS 
138:170241 

SM^f^ i0 V5 ben2aze P ine derivatives as CCR5 antagonists 

Ka^aif^f w rU :- Baba ' MaSanori ' Seto ' Masaki; Aramaki, Yoshio; 
Kanzaki, Naoyuki; Miyamoto, Naoki; Iizawa, Yuji 
Takeda Chemical Industries, Ltd., Japan 
PCT Int. Appl., 584 pp. 
CODEN: PIXXD2 
Patent 
Japanese 
. CNT 1 

PATENT NO. KIND 



PI 



WO 2003014110 Al 

W: AE, AG, AL, AM, 

CO, CR, CU, CZ, 

GM, HR, HU, ID, IL^ 





APPLICATION NO. DATE 

WO 2002-JP8045 20020807 

AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, 



LT, LU, LV, MA, MD, MG, MK, MN, MW MX MZ,' NO,' NZ,' OM PH £' 

PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ TM TN TR Tt' TZ UA 

UG, US, UZ, VC, VN, YU, ZA, ZM, ZW, AM,' AZ,' BY,' KG,' KZ,' 11', . ^ 

i: Sk-S^S- s- % 2- 5- J5- 2M - m - AT - »< ~. 

ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 

CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, 



PRAI 

OS 

AB 




JP 2002-229553 20020807 



IT 



RN 
CN 



CH, CY, CZ, D&TDKr 
PT, SE, SK, TRy BF, BJ) 
NE, SN, TD, TC 
JP 2003119191 A2 
JP 2001-240718 A 
MARPAT 138:170241 

Swefaikvr^tc".^^ 1 re ^T ntS a ^tituted arom. ring; R2 represents 
i " r V y ' et ^ ,; Y ^P^sents optionally substituted imino; rings A and 
W1X?2 Sr^f f,o an °P tionall y substituted arom. ring; and W represents 

497852-47-8P 

Sh™J? harmaC ? l0giCal activit V)'- SPN (Synthetic preparation); THU 
(Therapeut.c use,; BIOL (Biological study,,- PREP (Preparation) JusS 

4978?2-??:8° f CAPms ZePine ' " ^ anta ^"ts) 

pr^ytTtrrialpro^frn^H (2 - but °^thoxy) phenyl] -2, 3-dihydro-l- 

INDEX NAME ) P ro Pyl-lH-umdazol-2-yl} amino] methyl] phenyl] - (9CI) (CA 
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PAGE 1-A 




PAGE 1-B 



THERE ARE 27 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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L20 
AN 
DN 
fl 

IN 



PA 
SO 

DT 
LA 

FAN, 



PI 



ANSWER 3 OF 66 CAPLUS COPYRIGHT 2003 ACS 

2002:849599 CAPLUS 

137:353022 

Preparation of 2-iminoimidazole derivatives as thrombin receptor 
antagonists 

Suzuki, Shuichi; Kotake, Makoto; Miyamoto, Mitsuaki; Kawahara, Tetsuya; 
Ka D1 wara, Akiharu; Hishinuma, Ieharu; Okano, Kazuo; Miyazawa, Syuhei; 

llTuski SuSL° Z t^' F TJ ±r0; Sat °' Nobuaki ' Shinoda, Masanobu; Kamada, 
ill*, n'u k 5' U U; Matsuu ", Fumiyoshi; Naoe, Yoshimitsu; Terauchi, 
Taro; Oohashx, Yoshiaki; Ito, Osamu; Tanaka, Hiroshi; Musya, Takashi; 
CM^l ; Motoji; Kawada, Tsutomu; Matsuoka, Toshiyuki; Kobayashi, Hiroko; 
Chiba, Kenichi; Kimura, Akifumi; Ono, Naoto 
Eisai Co., Ltd., Japan 
PCT Int. Appl., 171 pp. 
CODEN: PIXXD2 
Patent 
Japanese 
CNT 4 

PATENT NO. KIND DATE \ APPLICATION NO. DATE 



PRAI 

OS 
AB 




20010419 
20010905 



(I) or salts 



JP 2001-121829 
JP 2001-269422 
MARPAT 137:353022 

The 2-iminoimidazole derivs . represented by the formula 

SSvi° f ,fw? r H in R1 'ro R l' fl = Cyan °' hal °' each (un) substituted Cl-6 
alkyl, alkylidene, C2-6 alkenyl, C2-6 alkynyl, acyl, C02H, CONH2, ci-6 
alkoxycarbonyl, Cl-6 alkylaminocarbonyl, HO, Cl-6alkoxy, etc . ; or Rl and 
R2 are linked together to form a 5-membered ring; R6 = H Cl-6 alkvl 
acyl, CONH2 , HO, Cl-6 alkoxy, Cl-6 alkyloxycarbo^yloxy, C3-8 cyclSkyl 

Cl " 6 ^^-y-rbonyl , ^tc. ; Yl^ a s^gie 
m I' c 1 !; m = an inte ^ er of 1-3) # each (un) substituted CH, 

above^ CO SO °sof "V^" ^ = a±ngle ^ °' (CH2)m <» = as 
above) CO, SO, S02, each (un) substituted CH, CH2, or C(:NOH); Ar = H 

r bSt ^ Uted Ph ° r 3 5 " to 14-membered arom. taf rocidyl] a« pr^d. 
Srol^APi " e T ag ° n t StS ° f th ^in receptors, inpartlcula/ ? 
thrombin PARI receptor, platelet aggregation. inhibitors, or proliferation 
xnhxbxtors of smooth muscle, cell, endothelial cell, fibroblast, kiS 
cell, osteosarcoma cell, muscle cell, cancer cell and/or glial cell. ^Thev 

v^Lf m ^ e \ and/ ° r , PreVentiVeS ° f thro ^--, vascular restenosis, deep * 
venous thrombosis, lung embolism, cerebral infarction, heart disease, 
disseminated intravascular coagulation syndrome, hypertension, 
inflammation, rheumatism, asthma, glomerulonephritis, osteoporosis, 
neuropathy and/or malignant tumor. Thus, a soln. of 305 mg 

Lll^/i P T ty1 ^ and 660 m * 2-bromo-l-[3,5-di(tert- 

butyl) -4-hydroxyphenyl]-l-ethanone in 20 mL ethanol was heated at 

??-?3-eth;in^wn t° gLVe o°o ^ 1 -t 3 ' 5 - di ( t "t-butyl)-4-hydroxyphenyl]-2- 
[3 (3 ethylpentyl)-2-imino-2,3-dihydroimidazol-l-yl]ethanone hydrobromide 
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(II). II showed IC50 of 0.074 .mu.M for inhibiting the 

[3H]Ala- (4-fluoro) Phe-Arg- (cyclohexyl) Ala- (homo) Arg-NH2 binding on human 
platelet membrane in a thrombin receptor binding assay, that of 0.54 .mu.M 
for inhibiting the thrombin-induced human platelet aggregation, and that 
cell ' inhibiting the proliferation of rat aortic smooth muscle 

IT 474671-16-4P 474671-18-6P 474671-19-7P 
474671-21-1P 474671-22-2P 474671-23-3P 
474671-25-5P 474671-26-6P 474671-27-7P 
474671-32-4P 474671-33-5P 474671-34-6P 
474671-38-0P 474671-42-6P 474671-46-0P 
474671-48-2P 474671-52-8P 474671-53-9P 
474671-54-0P 474671-55-1P 474671-56-2P 
474671-57-3P 474671-58-4P 474671-59-5P 
474671-60-8P 474671-61-9P 474671-62-0P 
474671-64-2P 474671-65-3P 474671-66-4P 
474671-67-5P 474671-69-7P 474671-71-1P 
474671-73-3P 474671-74-4P 474671-75-5P 
474671-76-6P 474671-77-7P 474671-79-9P 
474671-81-3P 474671-82-4P 474671-83-5P 
474671-84-6P 474671-85-7P 474671-86-8P 
474671-87-9P 474671-88-0P 474671-89-1P 
474671-90-4P 474671-91-5P 474671-92-6P 
474671-93-7P 474671-94-8P 474671-95-9P 
474671-96-0P 474671-97-1P 474671-98-2P 

474671- 99-3P 474672-00-9P 474672-01-0P 

474672- 02-1P 474672-03-2P 474672-04-3P 
474672-05-4P 474672-09-8P 474672-11-2P 
474672-14-5P 474672-18-9P 474672-23-6P 
474672-29-2P 474672-30-5P 474672-32-7P 
474672-46-3P 474672-49-6P 474672-50-9P 
474672-51-0P 474672-52-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
Sse" 1C '* BI ° L (Biolo ^ ical ^udy); PREP (Preparation); USES 

(prepn. of 2-iminoimidazole derivs. as thrombin receptor antagonists, 
platelet aggregation inhibitors, or cell proliferation inhibitors for 
prevention and/or treatment of diseases) 
RN 474671-16-4 CAPLUS 



CN 



Ethanone , 1- [ 3 , 5-bis ( 1 , 1-dimethylethyl ) -4 -hydroxyphenyl ] -2- [ 3- ( 3- 

"^t pe, ?s i ^^-^f ro " 2 - imino - iH - imid "° :i - i - yi1 -' —w»b«-id. 
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CH2~CH2-CHEt2 




• HBr 

RN 474671-18-6 CAPLUS 

CN Ethanone, 1- [3, 5-bis (1, 1 -dimethyl ethyl ) -4-hydroxyphenvl 1 -2- 12 Mh«Hr« o 
ZErN^r nylmethYl) - 1H - imidaZOl - 1 - yl] -' -nohSS^e [ (9Clf h TS°" 2 " 



t-Bu 




Bu-t 



• HBr 



RN 474671-19-7 CAPLUS 
CN 



\ 1_ [ ? ' o'^u ( 1 ' ^^thylethyl ) -4-hydroxyphenyl ] -2- [ 2 , 3-dihydro-2- 
"criNSrS ^^y 1 * -"-^"l-l-yl, -, Jnohydrobron^ ^9CI» 
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CH2~ Ph 




• HBr 



RN 474671-21-1 CAPLUS 

CN Ethanone 1- [3, 5-bis ( 1, 1-dimethylethyl ) -4-hydroxyphenyl] -2- (3-heptvl-2 3 
N^f °" 2 " imn0 " 1H " imidaZOl ~ 1 " yl) - -nohydrobro^de (9Clf ( (CA ?Sex ' 




• HBr 

RN 474671-22-2 CAPLUS 
CN 



Ethanone 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [2 3-dihvdro-2- 
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t-Bu 




HBr 



Bu-t 



RN 474671-23-3 CAPLUS 

CN Benzoic acid, 4- [ [3- [2- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenvl] -2- 

oxoethyl]-2,3-dihydro-2-indno^lH-imidazol-l-yl]Lthyl]^ ethy ester 
monohydrobromide (9CI) (CA INDEX NAME) ester, 



PAGE 1-A 

O 
II 



C~ OEt 
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10/009, 607 



PAGE 2 -A 




OH 



HBr 



RN 
CN 



474671-25-5 CAPLUS 

oxoe?^n C 2 id 3 i'l [ h" 12 o l3 ' 5 ~ bi * (1 ' ^^thylethyl, -4-hydroxyphenyl] -2- 
oxoethyl] -2, 3-dihydro-2-inuno-lH-imidazol-l-yl]methvn - 
mono(trifluoroacetate) (salt) (9CI) (CA INDEX NAME) ' 

CM 1 

CRN 474671-24-4 
CMF C27 H33 N3 04 



PAGE 1-A 



CO2H 



t-Bu 




Bu-t 
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I PAGE 2 -A 

OH 



CM 2 

CRN 76-05-1 
CMF C2 tf F3 02 



F~ C- C02H 
F 



RN 474671-26-6 CAPLUS 
CN 




OH 



RN 474671-27-7 CAPLUS 
CN 



(6-hyS:^ "2- [2/3-dihydro-3 

INDEX nS mino-lH-imdazol-l-yl]-, monohydrobromide (9CI) (CA 
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• HBr 



RN 474671-32-4 CAPLUS 

CN Sf !^ n ?' 1_ f f ' lZ b ^ ilf ^^nethylethyl J -4-hydroxyphenyl] -2- [3- [2- 
(dxethylairano) ethyl] -2, 3-dihydro-2-imino-lH-imidazol-l-yl] - 
monohydrobromide (9CI) (CA INDEX NAME) 



CH2-CH2-NEt2 




• HBr 



RN 474671-33-5 CAPLUS 
CN 



f^nnT'ro 1 ;! 3 ' 5 ~ biS i lf i-di^thylethyl) -4-hydroxyphenyl] -2- [2, 3-dihydro 
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I PAGE 2 -A 

OH 



HBr 



474671-34-6 CAPLUS 

Ethanone, 2- [3- [ [4- (aminomethyl) phenyl] methyl] -2, 3-dihydro-2-imino 
monohydrochloride. (9CI) (CA INDEX NAME) oxypnenylj , 
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PAGE 1-A 




PAGE 2 -A 

OH 



HC1 



RN 474671-38-0 CAPLUS 
CN 



Ethanone, 1- [ 3, 5-bis ( 1, 1-dimethylethyl) -4-hydroxyphenvll -2- \2 VrfihvHr. o 
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HBr 



RN 
CN 



474671-42-6 CAPLUS 

Ethanone 1- [ 3 , 5-bis ( 1 , 1-dimethylethyl ) -4 -hydroxyphenyl ] -2- [ 5-ethyl-2 3- 



t-Bu 




Bu-t 



• HBr 

RN 474671-46-0 CAPLUS 
CN 



ylj 1 [3,5-bis(l, l-dimethylethyD-4-hydroxyphenyl]-, 
mono(tnfluoroacetate) (salt) (9CI) (CA INDEX NAME) 



CM 
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CRN 474671-45-9 
CMF C26 H34 N4 02 



H2N 



t-Bu 




Bu-t 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F- C~ C02H 
F 



RN 
CN 



474671-48-2 CAPLUS 

Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [2 3-dihvdro-? 

iitano-S-methoxy-S-fphenylmethylJ-lH-irrddazol-l-yil^ cHhydro-2- 
mono(trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 

cm r 



CRN 474671-47-1 
CMF C27 H35 N3 03 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F— C- COoH 

I 

F 



RN 474671-52-8 CAPLUS 

CN Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl) -4-hvdroxvDhenvl l -? \o * ^ 
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CH2-CH2-CHMe2 




• HBr 



RN 474671-53-9 CAPLUS 

CN Ethanone, 1- [3, 5-bis (1, 1- dimethyl ethyl) -4-hydroxvDhenvll r ^ to 



CH2~ CHEt2 




OH 



• HBr 

RN 474671-54-0 CAPLUS 



CN Ethanone, 1- [3, 5-bis (1, 1 -dimethyl ethyl) -4-hydroxyphenyll -2- T3- f 2- 
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HBr 



474671-55-1 CAPLUS 

Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl ) -4-hydroxyphenyl] -2- [ 3- (2- 



PAGE 1-A 



t-Bu 




Bu-t 
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I PAGE 2 -A 

OH 

HBr 



RN 474671-56-2 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis ( 1, l-dimethylethyl) -4-hydroxyphenyl] -2- [3- (4- 




t-Bu T Bu-t 



HBr 



RN 474671-57-3 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis (1, 1- dimethyl ethyl) -4-hydroxyphenyl] -2- [3- (3-ethvl-2- 
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OH 
I 

CH2-CH- CHEt2 
N 



t-Bu 




HBr 



Bu-t 



RN 474671-58-4 CAPLUS 

CN oxoe^n s'dlh^H 2 " l l' 5 " b±S l J' ^^hylethyl) -4-hydroxyphenyl] -2- * 

^9CI)^ ^CA INDEX NAM ~3-ethyl-, .onc^ro* reside 



t-Bu 




HBr 



Bu-t 



RN 
CN 



474671-59-5., CAPLUS 

Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyll -2- f 2 3-dihvHrn o 
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CH2~ Ph 




• HBr 



RN 474671-60-8 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis (1, 1- dimethyl ethyl) -4-hydroxyphenyl] -2- [3- <3-ethvl-3- 




HBr 



RN 474671-61-9 CAPLUS 
CN 



Ethanone 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [ 5-butvl-2 3- 

n^ o ^^ 3 ^ ylMthyi, - iH - imid "° 1 - 1 -^-'— 
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HBr 



RN 
CN 



474671-62-0 CAPLUS 

Ethanone, 1- [3, 5-bis (1, 1- dimethyl ethyl) -4-hvdroxvDhenvll 19 * **u * 




• HBr 



RN 474671-64-2 CAPLUS 

CN Ethanone, 1- [ 3 , 5-bis (1, 1-dimethylethyl ) -4-hydroxyphenvl 1 -2- r 3- 12- 

2n ^ H tY i iden ! ethyl) ~ 2 ' 3 - dih ydro-2-indno-l2-iSSzS-^ y l] - ' 
monohydrobromide (9CI) (CA INDEX NAME) Y ' 
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t-Bu 




Bu-t 



HBr 



RN 474671-65-3 CAPLUS 

CN Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl ) -4-hydroxyphenyl] -2- \3- (2- 



t-Bu 




HBr 



RN 474671-66-4 CAPLUS 

INDEX NAME) umdazol-l-yl] -, monohydrobromide (9CI) (CA 
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CH2-CH2-CH(Pr-n)2 




HBr 



RN 
CN 



474671-67-5 CAPLUS 

Ethanone 1- [3, 5-bis (1, 1 -dimethyl ethyl) -4-hydroxyphenyl] -2- [3- (3-ethvl-2- 



t-Bu 



CH2-CH=CEt2 

-N v 




Bu-t 



• HBr 



RN 474671-69-7 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [3- (3-ethyl-3- 
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OMe 

I 

CH2~CH2-C-Et 




RN 474671-71-1 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [3- (2- 




RN 474671-73-3 CAPLUS 
CN 



2 ( 3H) -Benzof uranone, 7- ( 1 , 1-dimethylethyl ) -5- [ [ 3- ( 3-ethylpentvl ) -2 3- 
^^Tj-^no-lH-imidazol-l-yl] acetyl] -3, 3-dLethyl-, ylpentyl) 2 ' 3 
mono(tnfluoroacetate) (9CI) (CA INDEX NAME) 



CM 1 

CRN 474671-72-2 
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CMF C26 H37 N3 03 



Et2CH-CH2-CH2 



NH 

A 

N , CH 2 -C 



Me Me 




t-Bu 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



, F-C-CO2H 

F ^ 
RN 474671-74-4 CAPLUS 

CN Ethanone, 1- [ 3, 5-bis ( 1, 1-dimethylethyl ) -4-hydroxyphenvll -2- \2 3-dihvHm 9 
.nano-5- [ (phenylmethoxy) methyl] -3- (pLnylmethyl ) ^H-iSLLl-i'yf^ 7 
monohydrochloride (9CI) (CA INDEX NAME) Y - 1 ' 



Ph- CH2-O- CH2 




• HC1 



RN 474671-75-5 CAPLUS 

CN lH-Imidazole^l-acetamide, 3- [2- [3, 5-bis (1, 1-dimethylethyl) -4- 
hydroxyphenyl]-2-oxoethyl]-N / N-diethyl-2 f 3-dihydro-2-irnino-; 
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monohydrobromide (9CI) (CA INDEX NAME) 



0 
II 

CH2-C-NEt2 




• HBr 



RN 474671-76-6 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl ) -4-hvdroxvDhenvl 1 -0 \o i ^ 

^n^rLXSr 1 ' Mthyl, - 1H - i " idaJl -~ "~ 



n-PrO 



t-Bu 




HBr 



Bu-t 



RN 474671-77-7 CAPLUS 

CN Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl ) -4-hydroxyphenyl] -2- [3- [ (2- 
butylphenyl ) methyl] -2, 3-dihydro-2-imino-lH-indda^l-l-yi ] - 
monohydrobromide (9CI) (CA INDEX NAME) ' 
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n-Bu 



t-Bu 




HBr 



RN 474671-79-9 CAPLUS 

CN lH-Imidazole-4, 5-dicarbonitrile p-rrp-r^ i 



NC 



CH2- CH 2 ~ CHEt 2 
O 



NH- CH2-C 



t-Bu 




Bu-t 



RN 474671-81-3 CAPLUS 

CN lH-Imidazole-4-carbonitrile, 1- [2- [3, 5-bis (1, 1-dimethylethvl ) -4- 
hydroxyphenyl] -2-oxoethyl] -2, 3-dihydro-2 -imi^o- 3^5h2;l2Sii?- 
monohydrobromide (9CIJ (CA INDEX NAME) nyxmemyi) , 
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• OH 



• HBr 

RN 474671-82-4 CAPLUS 

CN lH-Imidazole-4-carbonitrile, 1- [2- [3, 5-bis (1, 1 -dimethyl ethyl) -4- 
hydrox^henyl ^2-oxoethyl] -3- (3-ethylpentyl) -2, 3-dihydro-2-imino- 
monohydrobronude (9CI) (CA INDEX NAME) 




• HBr 



RN 474671-83-5 CAPLUS 

CN ivH^ da r le ^"o arb0nitrile ' 3 -[ 2 -t 3 ' 5 -bis(l,l-dimethylethyl)-4- 
SnhT : 2 -^ oeth y^ "2, 3-dihydro-2-imino-l- (phenylnJhyl) 

monohydrobronude (9CI) (CA INDEX NAME) 
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CH2~ Ph 




• HBr 

RN 474671-84-6 CAPLUS 

CN lH-Imidazole-4-carbonitrile f 3- [2- [3, 5-bis (1, 1-dimethylethyl) -4- 

hydroxyphenyl -2-oxoethyl] -1- (3-ethylpentyl) -2, 3-dihyLo-2-indno-, 
monohydrobromide (9CI) (CA INDEX NAME) 




• HBr 

RN 474671-85-7 CAPLUS 

CN Ethanone, 1- [3, 5-bis (1, 1-dimethylethyl ) -4-hydroxyphenyl] -2- [ 3- (3- 

ethylpentyl) -2, 3-dihydro-2-imino-5- (phenylmethyl) -lH-imidazol-l-yl] - 
monohydrobromide (9CI) (CA INDEX NAME) Y ' 
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• HBr 



RN 474671-86-8 CAPLUS 
CN 



Ethanone 1- [3, 5-b 1S (1, 1 -dune thyl ethyl) -4-hydroxyphenyl] -2- [3- (3- 
ethylpentyl)-2,3-dih y dro-2-imino-lH-imida 2 ol-l- y I]- / oxime 
monohydrobromide (9CI) (CA INDEX NAME) 



CH2-CH2-CHEt2 

, N 




• HBr 



RN 474671-87-9 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl) -4-hydroxvphenvll -2- \2 o 
xnuno-3- (phenylmethyl) -4-propyl-lH-iiida2ol-l-y^ , oxiie d ^ydro-2- 
monohydrobromide (9CI) (CA INDEX NAME) ' ' ~" ' 
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• HBr 



RN 474671-88-0 CAPLUS 
CN 



lH-Imidazole-l-acetic acid, . alpha . - [ [3, 5-bis (1, 1-dimethylethyl ) -4- 
hydroxyphenyljmethylene] -3- (3-ethyl-2-oxopentyl -2, 3-dihSS-2-linino- 
ethyl ester, monohydrochloride (9CI) ( CA INDEX NAME ) ' 




HC1 



RN 474671-89-1 CAPLUS 
CN 



inudazol 1 yl]-l-[3,5-bia(l,l-dlaiethylethyl)-4-hydroxyphenvil- 
monohydrobromide (9CI) (CA INDEX NAME) xypnenyij , 
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Bu-t 



• HBr 

RN 474671-90-4 CAPLUS 

CN Carbamic acid, [2-bromo-4- [ [3- (3-ethylpentyl) -2, 3-dihydro-2-imino-lH- 




HBr 



RN 474671-91-5 CAPLUS 
CN 



Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl ) -4-hydroxyphenvll -2- 12 VHihwHm 9 
xnano-3- [2- ( 1-piperidinyl, ethyl] -4-pLpyl-lLSS-yl] - ' dlhydr0 ' 2 - 
monohydrobromide (9CI) (CA INDEX NAME) ' 
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PAGE 1-A 




t-Bu 



Bu-t 



PAGE 2 -A 



OH 



HBr 



RN 
CN 



474671-92-6 CAPLUS 

2-Pentanone, 1- [3- [2- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxvDhenvll -2 
oxoethyl] "2 ; 3-dihydro-2-imino-lH-imidazoI-l- y i ] -3-ethy"SluoS 
monohydrochloride (9CI) (CA INDEX NAME) V fluoro-. 
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HC1 



RN 474671-93-7 CAPLUS 
CN 



lH-Imidazole-4-carboxylic acid, 1- [2- [3, 5-bis (1, 1- dimethyl ethyl) -4- 
hydroxyphenyl]-2-oxoethyl]-3-(3-ethylDentvl)-2 VHihurf^ o ■ , 
ester, monohydrobromide* < 9CI > (cTl^ £^? #3 dlh * dr0 " 2 - lmin °-' ethyl 




• HBr 



RN 474671-94-8 CAPLUS 

CN Ethanone 1- [3, 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyl] -2- [3- (3- 

ethylpentyl) -2, 3-dihydro-4, 5-bis (hydroxymet£yl) ^imino-lLi^dazol-l-vll 
, monohydrobromide (9CI) (CA INDEX NAME) imidazol 1 yl]- 
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HO- CH2 




t-Bu 



Bu-t 



HBr 



RN 
CN 



474671-95-9 CAPLUS 

Ethanone 1- [3, 5-bis (1, 1 -dimethyl ethyl) -4-hydroxyphenyl] -2- [3- (3- 
ethylpentyl) -2, 3-dihydro-4- (hydroxymethyl) 4-imiS-lH-iiidazol- 1-vll - 
monohydrobromide (9CI) (CA INDEX NAME) ZOi 1 yl] ' 



CH 2 ~ CH 2 ~ CHEt2 




OH 



• HBr 



RN 474671-96-0 CAPLUS 

CN Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl ) -4-hydroxyphenvll -2- T3- f 3- 

ethylpentyl) -2, 3-dihydro-5- (hydroxymethyl) XlnJ^S-lilLioliUll ■ 
monohydrobromide (9CI) (CA INDEX NAME) inudazol 1 yl] 
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t-Bu 



• HBr 

RN 474671-97-1 CAPLUS 
CN 




Bu-t 



• HBr 



RN 474671-98-2 CAPLUS 
CN 



»oetJvl?-2 d 3 ill l l~ ,3 ' 5 " bU 1-01-thyl.thyl) -4-hydroxyphe„yl] -2- 
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PAGE 1-A 

0 
II 



C-OEt 




C=0 




HBr 



RN 474671-99-3 CAPLUS 
CN 



o^hyl^-f 3-dii^ 2 2 P ' 5 ~ b1 ^ (1 ' ^^ylethyl, -4-hydroxyphenyl] -2- 
™« I Y u 7 dr0 " 2 " lnilno - 5 -P ro Py 1 -lH-imidazol-l-yl]methvll- 

monohydrobroiru.de (9CI) (CA INDEX NAME) Y^J mecnyj. j , 
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PAGE 1-A 




' PAGE 2 -A 

OH 



HBr 



RN 474672-00-9 CAPLUS 
CN 



OCI) (CA INDEX NAME) inudazol 1 yl]-, monohydrobromide 
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CH2- CH2- OH 




• HBr 



RN 474672-01-0 CAPLUS 

CN Ethanone, 2- (2-amino-4-propyl-lH-imidazol-l-yl) -1- [3 5-bis fl 1- 

dx»ethylethyl,-4-hydroxyphanyl]-, monohydrobromide (9CI) (CA INDEX NAME) 



n-Pr 



NH2 



t-Bu 




HBr 



RN 474 672-02-1 CAPLUS 

CN Ethanone, 1- [7- (1, 1-dimethylethyl ) -2, 3-dihydro-3, 3-dimethvl-5- 
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t-Bu 



• HBr 



RN 474672-03-2 CAPLUS 
CN 



(9CI) (CA INDEX NAME) inudazol 1 yl]-, monohydrobromide 



CH2- CH2~ CHEt 2 ' 
, N 




t-Bu T NMe2 



• HBr 

RN 474672-04-3 CAPLUS 
CN 



w i??°? B : - 2 ' f /" 1 (2 - imlno - 4 -Propyl-lH-imidazole-l, 3 (2H) -diyl) bis [ 1- T3 5- 
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PAGE 1-A 




c=o 



PAGE 2 -A 



t-Bu 




Bu-t 



• HC1 



474672-05-4 CAPLUS 



(9CI) (CA INDEX NAME) P ro P^ IJi imidazol-1-yl] -, monohydrobromide 
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(CH 2 )3-OH 




• HBr 

474672-09-8 CAPLUS 

Ethanone , 1 - [ 3 , 5-bis ( 1 , 1-dimethylethyl ) - 4 -hydroxyphenvl 1 -2- F3- 
ethylpentyl) -2, 3-dihydro^2-inan P -4-pLnyl-lH-i n dalzoSiyl] 
monohydrobromide (9CI) (CA INDEX NAME) Y ' 




• HBr 

RN 474672-11-2 CAPLUS 
CN 



Ethanone 1- [3 5-bis (1, 1-dimethylethyl) -4-hydroxyphenyll -2- [3- (3-ethvl-2- 
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t-Bu 



CH 2 -CH- CHEt 2 




HBr 



Bu-t 



RN 474672-14-5 CAPLUS 

difluoro-3-methoxypentyl) -2, 3-dihydro-2-irtdno-lH-imidLol-l-vl 1 
monohydrobromide (9CI) (CA INDEX NAME) inudazol 1 yl]-, 



t-Bu 



OMe 
I 

CH2-CF 2 -C-Et 
Et 




HBr 



Bu-t 



RN 
CN 



474672-18-9* CAPLUS 

Ethanone, 1- [3, 5-bis ( 1, 1-dimethylethyl) -4-hvdroxvnhpnvl l o ro q ^-u ■ 
.nano-3- (phenylznethyl, -4- (trif l^rcJ^ 

monoftrxfluoroacetate) (salt) (9CI) (CA INDEX NAME f ' 
CM 1 

CRN 474672-17-8 

CMF C27 H32 F3 N3 02 
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F3C 



t-Bu 




Bu-t 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F-C- C02H 
F 



RN 474672-23-6 CAPLUS 

CN lH-Irnidazole-4-carboxamide, 1- [2- [3, 5-bis (1, 1-dimethylethyl ) -4^ 
(phenylmethyl)-, monohydrobromide (9CI) (CA INDEX S35, 
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• HBr 

RN 474672-29-2 CAPLUS 

CN lH-Imidazole-4-carboxamide, 1- [2- [3, 5-bis CI, l-dimethylethyl) -4- 



EtNH-a - N - 




• HBr 

RN 474672-30-5 CAPLUS 
CN 



oxoethyl] -2 3-d 1 hydro-2-ximno-3- (phenylmethyl ) -lH-imidazol-4-yl] carbonvll - 
, monohydrobromide (9CI) (CA INDEX NAME) y-U carbonyl J 
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CH2- Ph 




• HBr 



RN 474672-32-7 CAPLUS 

CN Ethanone l-[3,5-bia ( 1, l-dimethylethyl) -4-hydroxyphenyl] -2- [3- 
et hylpentyl) -2 3-dih y dro-2-imino-4-meth y l-lH-i m i^ 2 ol-l-yl] - 
monohydrobromide (9CI) (CA INDEX NAME) V ' 




• HBr 

RN 474672-46-3 CAPLUS 

CN oxoeSy^-illdTivd;.^ l Tl 3 ' 5 7 bi f i 1 ' ^^thylethyl, -4-hydroxyphenyl] -2- 
^dS NAME) dlh y dr °- 3 -<P he nylsulfonyl)-, monohydrochloride (9ci) (CA 
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1 



10/009,607 



t-Bu 




HC1 



RN 474672-49-6 CAPLUS 

monohydrobromide (9CI) (CA INDEX NAME) 




NH 



A 

N N" 

\=J 



CH2-CH= CEt2 



t-Bu 



HBr 



RN 474672-50-9 CAPLUS ' 

CN 2 e 3-Shtdrn1 d ' 5 " [2 ^ 1 ■ ^^thyiethyl) -4- [ [3- ( 3-ethyl-3-methoxypentyl ) - 
2,3 d 1 hydro-2-im 1 no-lH-imida 2 ol-l-yl] acetyl] -6- ( 1-pyrrolidinyl ) phenoxJl - 
monohydrobromide. (9CI) (CA INDEX NAME) Y ' pnenoxyj f 
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H02C- (CH2)4-0 




NH 

A 

C-CH2 N N- 

W 



OMe 
I 

CH2-CH2-C- Et 
Et 



t-Bu 



HBr 



RN 474672-51-0 CAPLUS 

CN Pentanoic acid, 5- [2- (1, 1 -dimethyl ethyl) -4- [ [3- (3-.ethyl-2-pentenvl) -2 3 
dihydro-2-iiru.no-lH-imidazol-l-yl] acetyl] -6- ( l-pyrroliSnyl?SinSj 
monohydrobromide (9CI) (CA INDEX NAME) PY"°.Lia;Lnyl) phenoxy] -, 



H0 2 C- (CH 2 )4-0 




NH 

A 



• n' N ^ c H2-CH=CEt 2 



t-Bu 



• HBr 

RN 474672-52-1 CAPLUS 

CN Et hanone 1- [8- (1, 1-dimethylethyl) -3, 4-dihydro-4-methyl-2H-l, 4-benzoxazin- 
6-yl] -2- [3- (3-ethyl-3-metho X ypentyl) -2, 3-dihydro-2-i mLo-lH-imidaSo?-t-i?i 
, monohydrobromide (9CI) (CA INDEX NAME) imadazol 1 yl]- 



OMe 



I 

Et-C- 

I 

Et 



CH 2 -CH 2 ^ 



NH 

A 



"N ^N CH2-C 




HBr 



IT 474672-56-5P 

(LctLt R o e r C re a ^nt) PN P«P-»tion„ PREP (Preparation,; PACT 
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(prepn of 2-iminoimidazole derivs. as thrombin receptor antagonists 

!; aggrega tl on inhibitors, or cell proliferation inhibitors for 
prevention and/or treatment of diseases) 
RN 474672-56-5 CAPLUS 

CN lH-Imidazol-2-amine, 1- (3-ethylpentyl) - (9CI) (CA INDEX NAME) 



N 

1 N 

\ 

CH 2 -CH 2 -CHEt2 



RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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L20 ANSWER 4 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 2002:290793 CAPLUS 
DN 136:309918 

rl ^ ric y clic ' fa rriesyl protein transferase inhibitors 

PA Schering Corporation, USA 
SO U.S., 215 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
FAN.CNT 1 

PATENTING. KIND DATE APPLICATION NO. DATE 

PI US 6372747 B l 2CJ20416 US 1999-465553~ tQQQi^ 

US 2002103207 Al 20020801 US 2001-26999 

PRAI US 1998-113141P P 19981218 ' 20011220 

US 1999-465553 A3 19991216 

^5"yl«h y l)-« 2 -[3- [2 - n tri£l„otoacot y l|^„„j- 1 H-ij;Lol-i-^]p r „ pyl ,, 

(prepn. of) 
RN 279232-81-4 CAPLUS 

CN 1, 2-Piperazinedicarboxamide, 4- (3-bromo-8-chloro-6, ll-dihvdro-5H- 

benzo[5, 6] cyclohepta [1, 2-b] pyridin-ll-yl) -Nl- (1, l-diLSylXl^- T3 12 
[(tr ; fluoroacetyl,an l ino ] -lH-i m idazol-l-y 1] p ropy i ] _, (2R^ 1 T9C^ ) (Ca'iNDEX 

Absolute stereochemistry. 
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IT 



RN 
CN 



r=\ 



(CH 2 )3 " 




t-BuNH 



279232-77-8P, 1, 2-Piperazinedicarboxamide, N2- [3- (2-amino-lH- 

iimdazol-l-yl)p r0 pyl]-4-(3-bromo-8-chloro-6,ll-dihydro-5H- 

2T9II2 M 1 ^ Cl ff ta [1, 2-b]pyridin-ll-yl) -Nl- (1, 1-dimethyl ethyl) (2R> - 

fj fmfdl™? 1' ^^-^""^dicarboxainide, N2- [3- [2- (acetylamino) - 

ifn^t? l-l-yl]pro P yl] -4- (3-bromo-8-chloro-6, ll-dihydrp-5H- 

279232 82 ^ Cl f^ta [1, 2-b]pyridin-ll-yl, -Nl- (1, 1-dimethyl ethyl ) -, ( 2 R) - 

279232-82-5P, l,2-Pipera Z1 nedicarboxamide, 4- (3-bromo-8-chloro- 

6, ll-dihydro-5H-benzo[5, 6] cyclohepta [1, 2-b] pyridin-ll-yl ) -Nl- (1 1- 

drmethylethyl) -N2- [3- [2- [ ( 1-hydroxyethyl ) amino] -IH-imidazol-l-yi 'propyl] -, 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutrc use); BIOL (Biological study); PR EP (Preparation)! UsS 

2792?2 r !??: 8 ° f CAPL;s CliC farn6Syl Pr ° tein fc " nsfe "- inhibitors, 

^o^r^f 1116 ^^^ 3 ^ 6 ' N2 -[ 3 -( 2 - a ^no-lH-imidazol-l-yl,p ro pyl]-4-(3- 
S^TT?"? f rf ' 1:L - dih ydro-5H-benzo [5, 6] cyclohepta [ 1, 2-b] pyridin-ll-yl) - 
Nl-d^-dnnethylethyl)-, (2R)- (9CI) (CA INDEX NAME) Jpyriain ^ 



Absolute stereochemistry. 




(CH 2 )3 




t-BuNH 



NH2 



RN 279232-78-9 CAPLUS 
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1'2-Piperazinedicarboxamide, N2- [3- [2- (acetylamino) -lH-imidazol-1- 

yl]propyl]-4H3-bromo-8-chloro-6,ll-dihydro-5H-benzo[5,6]cyclohepta[l 2- 
bJpyndxn-ll-yD-Nl-d^-dimethylethyl)-, (2R)- (9CI (CA^^nml) 



Absolute 



stereochemistry. 




(CH 2 )3 N y 




t-BuNH 



NHAc 



RN 279232-82-5 CAPLUS 

CN 1,2-Piperazinedicarboxamide, 4- (3-bromo-8-chloro-6, ll-dihydro-5H- 

benzo [5, 6] cyclohepta [1,2-b] pyridin-U-yl, -Nl- (1, l-dimethyShyi?-N2- [3- [2- 
[U-hydroxyethylJanunoJ-lH-imidazol-l-ylJpropyl]-, (2 R, - (9CI) (X INDEX 

Absolute stereochemistry. 




(CH 2 )3 




t-BuNH 



h: 




Me 



OH 



IT 



279236-69-0P, 1, 4-Piperazinedicarboxylic acid, 

L c m 3 T ( 5 • ^^-^-^dazol-l-yl ) propyl ] amino] carbonyl ] -, 

bis(l,l-dimethylethyl) ester, (2R)- 279236-70-3P 

^H-xSdazo'f Tu oronit l ^ 2_ JS [ [3 7 [2 " [ ' <Phenylmethoxy) carbonyl] amino 

2R^ 7 J ^ ]P f° P K ]amin0 ^ arb ° nyl] "' b "(l,l-dimeth y lethyl) ester, 

' ' 279236-72-5P, Carbamic acid, [1- [3- [ [ (2R) -2- 

piperazinylcarbonyl] amino ] propyl ] -lH-imidazol-2-yl] phenylmethyl ester 
^" t^fluoroacetate) 279236-73-6P, Carbamic acid, V^tnyl ester, 

[1- [3- [ [ [ (2R) -4- (3-bromo-8-chloro-6, ll-dihydro-5H-benzo [5, 6] cyclohepta [ 1, 2- 
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piSethjre's^r^^" 21 ^ 11 Carb ° nyl] -i^lPropyl] -lH-inddazol-2-yl] -, 
SactLt R o e rre a agi;tr N ' ™ (Preparation,; RACT 

279i?6-l9:0° f cIp r LUS yCliC farnSSyl Pr ° tein inhibitors, 

innr^ e ^ Zined f Car ^° XyliC aC±d ' 2 -[[t 3 -(2-amino-lH-imidazol-l- 
SiL r0 Sr n ° 1Carb0nyl] ~' ^^^-thylethyl, ester, (2W- ,9CI) (OA 



Absolute stereochemistry. 

O 



t-BuO 



Y 





N 




OBu-t 

H 

N. 



(CH 2 ,3 




NH 2 



RN 
CN 



279236-70-3 .CAPLUS 



Absolute stereochemistry. 



t-BuO 




,N 



(CH 2 ,3 




H 




Ph 



RN 
CN 



279236-72-5 CAPLUS 

iTdTol 2°i?; [1 "i 3_[ ! (2R ' - 2 -PiP««*in,lc«rbonyl] amino] propyl] -1H- 
iSS SSr 11 "' Phenylmeth ^ est -' bis(trifluoroacetate) (9cl) (CA 

CM 1 



CRN 279236-71-4 
CMF CI 9 H26 N6 03 

Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 

CMF C2 H F3 02 

F 

I 

F-C-C02H 



RN 279236-73-6 CAPLUS 

CN Carbamic acid [l-[3- [ [ [ <2R) -4- (3-bromo-8-chloro-6, ll-dihydro-5H- 
pyl] lH-imidazol-2-yl]-, phenylmethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




(CH 2 )3 x 




HN \ /O. Ph 



IT 279232-79-0P, 1-Piperazinecarboxylic acid, 2- [ [ [3- (2-amino-lH- 

b^frf ;?" Yl P ^° Pyl] amin ° ] carbon yU -4- (3-bromo-8-chlo^o-6, ll-dihydro-5H- 
£ 21 S^ a[1,2 ' b l^ 11 - yl »-' 1,1-dimethylethyl Z , ,.- 

" ss^sssrsi! ™ erapeuticuse,; biol (Bioi °^ i - 1 
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RN 279i?2- e ?9:0 Of CAPLSr liC """"^ Pr ° tein inhibitors, 

CN Jrfnrofi Z t neCar ? OXY K iC 3Cid ' 2 -C[t 3 -(2-amino-lH-imidazol-l- 

yl) propyl amino] carbonyl] -4- (3-bromo-8-chloro-6, ll-dihydro-5H- 

Absolute stereochemistry. 




(CH 2 ,3 '" 




NH 2 



RE.CNT 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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L20 ANSWER 5 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 2002:116969 CAPLUS 
DN 137:134464 

TI Synthesis and biological evaluation of imidazol-2-one and 
All 2-cyanoiminoimidazole derivatives: novel series of PDE4 inhibitors 
AU Andres, J. Ignacio; Alonso, Jose M.; Diaz, Adolfo; Fernandez, Javier; 
Iturrino, Laura; Martinez, Pedro; Matesanz, Encarna; Freyne, Eddy J. 
Deroose Fredenk; Boeckx, Gustaaf; Petit, Dayy; Diels, Gaston; Megens 

SiSi r e H S ' D M " ±jke; ^ WaUWS ' Jean; S f£p^X ^ul Cools, Marina; ' D e 
Clerck, Fred; Peeters, Danielle; de Chaf f/yfSidfer 

Basic Research Centre, Janssen-Cilag, ToMo, .450&7, Spain 

Bioorganic & Medicinal Chemistry Letters 1/2002 ) , 12(4) 653- 

CODEN: BMCLE8; ISSN: 0960-894X V * 

PB Elsevier Science Ltd. 

DT Journal 

LA English 

OS CASREACT 137:134464 

AB This communication describes the synthesis and in vitro PDE4 

(phosphodiesterase 4) inhibitory activity of a novel series of 
imidazol-2-one and 2-cyanoiminoimidazole derivs . The compds . described 

aclLltl\ftl r e t ln l ? V i V ° m ° delS t0 evaluate their anti-inflammatory 
t^t t/ f 5 topical administration as well as their gastro-intestinal 
1^1 ? tS '- • Sever ! 1 com P ds - Proved to be potent PDE4 inhibitors and 
l^t 2-cyanoimxnormrdazoles showed less pronounced gastro-intestinal side 
toxical SSnS^ST " ^~^^ry activity after 

IT 205699-39-4P 205699-42-9P 205699-43-0P 
205699-44-1P 205699-45-2P 205699-46-3P 
205699-47-4P 205699-50-9P 444797-34-6P 
444797-35-7P 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(prepn. of imidazolone and 2-cyanoiminoimidazole derivs. as 
phosphodiesterase 4 inhibitors in relation to structure and 
antiinflammatory activity and gastrointestinal side effects and binding 
to rolipram receptors) mn9 
RN 205699-39-4 CAPLUS 




MeO 



RN 205699-42-9 CAPLUS 
CN 



Cyanamide, [1- [2- [3- (cyclopropylmethoxy) -4- (dif luoromethoxy) phenyl] propyl] 
lH-inudazol-2-yl]- (9CI) (CA INDEX NAME) "Y-UPropyij 
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F2CH-0 



RN 205699-43-0 CAPLUS 

CN Cyanamide, [1- [2- [3- [ (2, 3-dihydro-lH-inden-2-yl) oxy] -4- 

methoxyphenyl]propyl]-lH-imida 2 ol-2-yl]- (9CI) (CA INDEX NAME) 



MeO 




O \^ CH- CH2" 



' N x N 

\=/ 



RN 205699-44-1 CAPLUS 

CN Cyanamide [ 1- [2- [3- (cyclopropylmethoxy) -4-methoxyphenyl] propyl] -1H- 
imidazol-2-yl]- (9CI) (CA INDEX NAME) Y^JPropyxj iH 



- O- CH2" 



A- 



OMe 



RN 205699-45-2 CAPLUS 
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0~ (CH 2 )5-Ph 



OMe 



RN 205699-46-3 CAPLUS 



Me NH-ytN J 

°^y~ °~f^y~ ch 2— 



RN 205699-47-4 CAPLUS 




O- (CH 2 )5-Ph 



F2CH- O 



RN 205699-50-9 CAPLUS 

CN Cy^ am±d !' [ f 7 [2_ P " [2_ (2 ' 3 - d ihydro-lH-inden-2-yl) ethoxy] -4- 

methoxyphenylJpropylJ-lH-imidazol-2-yl]- (9CI, (CA INDEX NAME) 
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MeO 




CH2- CH2- 





\=J 



RN 444797-34-6 CAPLUS 

CN Cyanamide, [1- [ ( 2 R) -2- [3- [ (2, 3-dihydro-lH-inden-2-yl) oxy] -4- 

iaethoxyphenyl]propyl)-lH-imida 2 ol-2-yl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 444797_35_7 CAPLUS 
CN Cyanamide, [1- [ ( 2S ) -2- [3- [ (2, 3-dihydrb-lH-inden-2-yl) oxy] -4- 

methoxyph e nyl]propyl]-lH-imida 2 ol-2-yl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RE.CNT 22 
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L20 
AN 
DN 
TI 

IN 
PA 
SO 

DT 
LA 
FAN. 



PI 



66 CAPLUS 
CAPLUS 



COPYRIGHT 2003 ACS 



ANSWER 6 OF 
2001:791905 
135:331418 

Preparation of thiazoles as agonists or modulators of nicotinic 
acetylcholine . alpha . 4 . beta . 2 receptor nicotinic 

siio°; y r a L?d^°^:r ar ^' Tatsuya; Akabane ' Minak °-- 

Jpn. Kokai Tokkyo Koho, 19 pp. 
CODEN: JKXXAF 
Patent 
Japanese 
CNT 1 

PATENTING. ■ KIND DATE APPLICATION NO. DATE 



PRAI 



JP 2001302635 
WO 2001081326 
W: AU, CA, 
RW: AT, BE, 
PT, SE, 
1185521 
R: AT, BE, 
IE, SI, 

2000- 120975 

2001- JP3377 



EP 



JP 
WO 



OS 
AB 



A2 20011031 
Al 20011101 

CN, KR, US 

CH, CY, DE, DK, 

TR 

Al 20020313 
CH, DE, DK, ES, 
LT, LV, FI, RO 
A 20000421 
W 20010420 



JP 2000-120975 
WO 2001-JP3377 



20000421 
20010420 



ES, FI, FR, GB, GR, IE, IT, LU, 



MC, NL, 



EP 2001-921931 20010420 
FR, GB, GR, IT, LI, LU, NL, SE, MC,. PT, 



IT 



RN 



MARPAT 135:331418 

u~4- -x , -L ■ in , kx kii - h, halo, un) substituted alkvl 3 n;i 

dihydrothiazole, which was reacted with fumaric acid to give a salts 

l696w! 2 4°5P jfSSi^ aCet ^ lcholine .alph..4.bf.2 reenter! 
J69609-24-5P 369609-32-5P 369609-37-0P 

369609-40-5P 369609-45-0P 369609-47-2P 

369609-50-7P 369609-52-9P 369609-55-2P 

369609-57-4P 369609-58-5P 369609-60-9P 

369609-64-3P 369609-67-6P 369609-68-7P 

369609-69-8P 369609-70-1P 369609-71-2P 

369609-73-4P 369609-85-8P 369609-91-6P 

369609- 94-9P 369609-95-0P 369610-00-4P 

369610- 04-8P 36961G-05-9P 369610-06-OP 
369610-08-2P 369610-11-7P 369610-12-8P 
369610-14-OP 369610-17-3P 369610-18-4P 
369610-20-8P 369610-21-9P 369610-22-0P 
369610-24-2P 369610-26-4P 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of thiazoles as agonists or modulators of nicotinic 
acetylcholine . alpha. 4 .beta. 2 receptor) nicotinic 
369609-24-5 CAPLUS 
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CN N^Ef^ 201 " 2 " 3 " 11116 ' ^^-^^"-S-PyridinyDethylJ- (9CI) (CA INDEX 




RN 369609-32-5 CAPLUS 

CN NAMEr daZ ° 1_2_amine ' ^"-^-^^yl-S-Pyridlnyl) ethyl]- (9CI) (CA INDEX 




RN 369609-37-0 CAPLUS 

CN INDEX^NAME^ _2_am ^ ne ' ^ 1 *' 6 - dichl °™-3-pyridin y l ) ethyl] - (9CI, (CA 
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RN 369609-40-5 CAPLUS 

CN lH-Imidazol-2-amine, 1- [2- ( 3-pyridinyl ) ethyl] - (9CI) (CA INDEX NAME) 




RN 369609-45-0 CAPLUS 

CN lH-Irnidazol-2-amine, 1- [2- (4-chlorophenyl) ethyl] - (9CI) (CA INDEX NAME) 




RN 369609-47-2 CAPLUS 

CN lH-Inudazol-2-amine, 1- [2- (2-pyridinyl) ethyl] - (9CI) (CA INDEX NAME) 
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NH 2 



RN 369609-50-7 CAPLUS 

CN lH-Inddazol-2-amine, 1- [2- (4-pyridinyl) ethyl] - (9CI) (CA INDEX NAME) 




RN 369609-52-9 CAPLUS 

CN ^aSS'SSS""' 1 - [2 - (5 - Chl °- 3 -P^ di ^)ethyl]-4,5- d i m eth yl - (9CI, 




RN 369609-55-2 CAPLUS 

CN NAMEr^ 201 " 2 " 9 ^ 116 ' 1 ""-< 2 - ch l«»"-5-thl.«olyl) ethyl]- (9CI) (CA INDEX 
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RN 369609-57-4 . CAPLUS 



CN 



NJMEr^ 201 ^ 2 ^ 1111116 ' 1 " [2 " (5 - bromo - 3 -Py ri < i inyl) ethyl]- (9CI) (CA INDEX 




RN 369609-58-5 CAPLUS 

CN Phenol, 4- [2- (2-amino-lH-imidazol-l-yl) ethyl] - (9CI) (CA INDEX NAME) 




RN 369609-60-9 CAPLUS 

CN lH-Imidazol-2-amine, 1- [2- (5-methyl-3-pyridinyl) ethyl] - (9CI) (CA INDEX 
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NAME) 




RN 369609-64-3 CAPLUS 

CN lH-Inddazol-2-amine, 1- [2- (5-pyrimidinyl) ethyl] - (9CI) (CA INDEX NAME) 



NH 2 



X CH2-CH2 




^N 



RN 369609-67-6 CAPLUS 

CN lH-Imidazol-2-amine, 1- [2- (3-pyridazinyl) ethyl] - (9CI) (CA INDEX NAME) 



/N 

N 



NH2 



CH2-CH2 N x N 

\=J 



RN 369609-68-7 CAPLUS 

CN lH-Imidazol-2-amine, 1- (2-pyrazinylethyl) - (9CI) (CA INDEX NAME) 




RN 369609-69-8 CAPLUS 

CN ' INDEX' NAMeI ^ ^ ^^^H-imidazol-l-yl ) ethyl] phenyl] thio] 



(9CI) (CA 
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RN 
CN 



369609-70-1 CAPLUS 

l^DEX^r 116 ' 1_ [ (4 - methox ^ h -yD thio] phenyl] ethyl] - (9CI) 




OMe 



RN 
CN 



369609-71-2 CAPLUS 

lH-Imidazol-2-amine, 1- [2- (4-pyrida 2 inyl) ethyl] - (9CI) (CA INDEX NAME) 



NH2 



N CH2-CH2 




RN 369609-73-4 CAPLUS 

CN lmlT daZOl ' 2 ^ ner 1 -«-"^°™-5^yrliold t nyl)ethylJ 7 (9CI) (CA INDEX 



NH2 



X 



N ^N CH2-CH2 




CI 



^N 
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RN 369609-85-8 CAPLUS 
CN 



lH-Imidazol-2-amin^ 
(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 369609-24-5 
CMF CIO Hll CI N4 




NH 2 



CM . 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E .CO2H 



HO2C 



RN 369609-91-6 CAPLUS 
CN 



(2E)-2-butened!oate (1:1) (9CI) (CA INDEX NAME) 
CM 1 

CRN 369609-32-5 
CMF Cll H14 N4 
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NH 2 




CM 2 

CRN 110-17-8 
CMF. C4 H4 04 

Double bond geometry as shown. 
E ,C0 2 H 



H0 2 C 



RN 
CN 



369609-94-9 CAPLUS 

(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
CM 1 

CRN 369609-37-0 
CMF CIO H10 C12 N4 



N 



NH 2 



CH 2 
CH 2 



N v 



CI 



CI 



CM 2 
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CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 

„o 2 c^/ C ° 2H 

RN 



369609-95-0 CAPLUS 

C " J"«ri« ~^ E r I2 " ,3 - pytidinyll " hi ' 11 -' ^E)-2- bu te„.dio«, n,i, 



(9CI) (CA INDEX NAME) 
CM 1 

CRN 369609-40-5 
CMF CIO H12 N4 




NH2 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 



HO2C 



RN 369610-00-4 CAPLUS 
CN 



CAPLUS 

u;ncr;«^"sr chiotophenyiietwi -' w-*-^^ 



(CA INDEX NAME) 

CM 1 

CRN 369609-45-0 
CMF Cll H12 CI N3 
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CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E .C0 2 H 



H02C' 



RN 
CN 



369610-04-8 CAPLUS 

ISST^iiSFiKHa " l2 -» ridi °' 1 " t WJ (»l -2-but.n.dio.te 

CM 1 

CRN 369609-47-2 
CMF CIO H12 N4 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
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Double bond geometry as shown. 



E .CO2H 



HO2C 

RN 369610-05-9 CAPLUS 



™ oo^Diu-u^-y CAPLUS 

C " 5Sr'1«l"NDS i ^r i2 " (4 - pyridi °' 1 ' eth ' li -' <^.-2-bute„adio,te ,m, 




CM 1 

CRN 369609-50-7 
CMF C10 H12 N4 



NH 2 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 



/^^C0 2 H 



HQ 2 C 



RN 369610-06-0 CAPLUS 
CN 



(2E)-2-butened!oate (1:1) (9CI) (CA INDEX NAME) axmetnyl f 



CM 1 

CRN 369609-52-9 
CMF C12 H15 CI N4 
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CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown, 
/^x. E .CO2H 

H0 2 C 



RN 369610-08-2 CAPLUS 
CN 



^J^k^ 1 " 2 :^ 116 ' X " ( 2 ^ chl oro-5-thiazolyl) ethyl] 
(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 369609-55-2 
CMF C8 H9 CI N4 S 




NH2 



CM 2 

CRN 110-17-8 
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CMF C4 H4 04 
Double bond geometry as, shown. 



H02C 

RN 
CN 



/^>C0 2 H 
369610-11-7 CAPLUS 

Sf^h^ 1 " 2 ^^' , }' [2 ~ ( 5 - bro ^-3-pyridinyl) ethyl] -, 
<2E)-2-butenedioate- (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 369609-57-4 
CMF CIO Hll Br N4 



NH2 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



^^C0 2 H 



H0 2 C 



RN 369610-12-8 CAPLUS 
CN 



Phenol, 4-[2-(2-amino-lH-imidazol-l-vl)ethvn- o u *- , • ^ ' 

(salt) (9CI) (CA INDEX NAME) yl ' < 2E > -^tenedxoate (1:1) 



CM 1 

CRN 369609-58-5 
CMF Cll H13 N3 O 
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CM 2 

CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry, as shown. 
H0 2 C 



RN 
CN 



369610-14-0 CAPLUS 



(2E)-2-butened 10 ate (1:1) (9CI) (CA INDEX NAME) 



CM 1 

CRN 369609-60-9 
CMF Cll H14 N4 




CM 2 

CRN 110-17-8 
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CMF C4 H4 04 
Double bond geometry as shown. 



H02C 



RN 369610-17-3 CAPLUS 
CN 



CM 1 

CRN 369609-64-3 
CMF C9 Hll N5 



NH 2 




CH 2 -CH 2 ^ N 



N 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E .C0 2 H 



H0 2 C 

RN 369610-18-4 CAPLUS 

CN \lA?^mZ)^ ne ' ^^-^-P^-nyl, ethyl]-, ^hydrochloride (9CI, 



NH 2 




CH 2 -CH 2 N N 

W 



• 2 HC1 

RN 369610-20-8 CAPLUS 

CN iSc;r d :s i ;KcS i ^ E r <2 " py " 2inyiethi ' 1 '-' ™->-»^<*°^ u.i> 
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CM 1 

CRN 369609-68-7 
CMF C9 Hll N5 




CH2-CH2 N 



NH 2 



N 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E .C02H 



H0 2 C 



RN 
CN 



369610-21-9 CAPUTS 

(2E)-2-butenedioate (2:1) (salt) (9CI) (CA INDEX NAME) 
CM 1 

CRN 369609-69-8 
CMF C17 H17 N3 O S 



NH 2 



CH 2 
CH 2 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
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H02CT 



.C0 2 H 



RN 
CN 



369610-22-0 CAPLUS 

^f^k^ 1 " 2 :^ 116 ' *~ [2 " [2 " [ ( 4 -^thoxyphenyl) thio] phenyl] ethyl] - 
(2E)-2-butenedioate (2:1) (9CI) (CA INDEX NAME) nyijetnylj , 

CM 1 



CRN 369609-70-1 
CMF C18 H19 N3 O S 




OMe 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E ,C0 2 H 



H0 2 C 



RN 
CN 



369610-24-2 CAPLUS 
CM 1 

CRN 369609-71-2 
CMF C9 Hll N5 



NH2 



X 



j* CH 2 -CH 2 
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CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
E vC0 2 H 



H0 2 C 

RN 
CN 



369610-26-4 CAPLUS 

Sf^k^ 1 " 2 :^^ ^^"(^-chloro-S-pyrimidinyl) ethyl] 
(2E)-2-butenedxoate (1:1) (9CI) (CA INDEX NAME) 

CM 1 * 

CRN 369609-73-4 
CMF C9 H10 CI N5 



NH2 

K 



N ^ N CH2-CH2— <\ ^N 




Cl' ^ 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
H0 2 C 
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AN 2001:780862 CAPLUS 
DN 135:331423 

TI Preparation of 5-substituted tetralones as inhibitors of ras farnesvl 
transferase for treatment of proliferative diseases tarnesyl 
Denny William Alexander; Hutchings, Richard H. ; Johnson, Douglas S.; 
Kaltenbronn, James Stanley; Lee, Ho Huat; Leonard, Danieie Ma?ie; MUbank 

£drt B SSd '' RePinS ' J ° SePh Th ° maS; Rewcastle ' ^on WimamfwSe: 
PA Warner-Lambert Co., USA 
SO PCT Int. Appl., 358 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

FAN.CNT 1 /f^\ 

PATENT NO. KIND D#TE \ APPLICATION NO. DATE 



PI WO 2001079180 A2 £>0011025/ WO 2001-US12490 20010416 

WO 2001079180 « U^~_7 * uu± u; >±^yu ^UU10416 



W: AE, AG, AL, AM, AZ, BA, BB, BG, BR, BY, BZ CA CH cm 

hr' S' S' £' EH?- DM ' DZ ' EE ' ES - " ; gb: " ^ S gm; 

M tu' TV 5' S' ^' JP ' KE ' KG ' KP ' KR ' KZ ' LC ' LK ' LR, LS 

S' sn' «' S' c ' MG ' MK ' MN ' MW ' MX ' MZ ' N0 ' NZ ' PT RO 

RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG US UZ 

pw S' ZA ' ZW ' AZ ' BY ' KG ' KZ ' MD ' W TJ TM ' ' 

De' DK' ES' vr' S^f^ 0 ' SL ' SZ ' TZ ' UG ' ZW ' AT ' BE, CH, CY, 

Bj' cf' rr' r?' jff ™' > ' IE ' LU ' MC ' NL ' PT ' SE ' TR, BF 

BR 2001 mm 49 ^ GA ' GI 1' GW ' ML ' MR ' NE ' SN ' TD, TG 

E B p 2 ° 7 ° 7 °i 142 * K?!? 121 / BR 2001-10142 20010416 

T " ^ V 030122 / EP 2001-927121 20010416 

ll' It' ??' t°v fc 3 ^' GB ' GR ' IT ' LI ' LU ' NL, SE, MC, PT, 
IE, SI, LT, LV, FI>-R©f MK, CY, AL, TR 

PRAI US 2000-197485P p. 20000417 

WO 2001-US12490 W 20010416 

OS MARPAT 135:331423 

AB Title compds. I [wherein W = CH2 or CH2CH2; R3 = H, alkyl, or 

be n H S and ihat e whe P n ; R f 3 7 W^'' ^ R3 ^ R3a Cannot ^ 

oe ti ana that when R3 = un substituted Ph, then R3a = h • y — u a i-. MUO 

alkyl, alkenyl, heteroaryl, CH20R6, CH2NR6R6a, CH2SR6, 0^2002*6 of' 

(un) substituted aryl, or (hetero, arylalkyl; R6 = H, (cyclofalkyl alkenvl 

benzyl, or (un) substituted Ph; R6a = H or alkyl; Y = O or S; R5 = J 1 ***!' 

alkyl, or NH2; and pharmaceutical^ acceptable salts esters Liri^ an H 

prodrugs thereof] were prepd, and formulated as s ' 

rSTtiSiSi^HT 6XamPle ' C ° UPling ° f 5-chloromethyl "h^r'y- 
raJ'twS Y £n aP i K len :i"° ne W±th thio P he "°l using diisopropyiamine in 
prince ; f PPn3 W and d a ^ n - °h- ^^^-y^-P^yl^Lnol in the 
latter L^fhf^H * ' T azodicarboxylate in THF (31%), gave II. The 
I are usef«? f farnesyl protein transferase (FPT) with IC50 of 0.3 & 
ProUferatiL ! reatln * and preventing uncontrolled or abnormal 
psorifrS^no da^r^' " ath " oscl — restenosis, and 



IT 



nS!^ 9 ? "Pi ST (2 - Aminoiraidaz 9l-l-yD -l-phenylethoxy] -5- 
phenethyl-3,4-dihydro-2H-naphthalen-l-one 

RL: BAC (Biological activity or effector, except adverse)'; BSU (Bioloaical 

SS^bSSII: 1 ? 16 ?^ (Synthetic P-paration); THU (Therapeutic use" ; 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn of 5-substituted tetralones as Ras farnesyl transferase 
inhibitors for treatment of proliferative diseases, such as cancer, 
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rm ^«««? e o^ S ^ ler ° SiS ' restenosi ^ and psoriasis) 
RN 368882-96-6 CAPLUS 
CN 




O 
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AN 2001:115160 CAPLUS 
DN 134:163283 

™ * re ? aration of erythromycin A derivatives as antibacterial agents 

IN Asaka Toshifumi; Kashimura, Masato; Manaka, Akira; Tanikawa, Tetsuya; 

Sugimoto, Tomohiro . y 
PA Taisho Pharmaceutical Co., Ltd., Japan 
SO PCT Int. Appl., 49 pp. 

CODEN: PIXXD2 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2001010878 Al 20010215 WO 2000-JP5144 20000731 

W: AU, CA, CN, JP, KR, US 

RW: AT, BE, CH, CY, DE, DK, ES, FI, - FR, GB, GR, . IE, IT, LU, MC, NL, 
PT , SE 

PRAI JP 1999-223554 A 19990806 
OS MARPAT 134:163283 

AB Novel erythromycin derivs. of general formula (I; A = C2-6 alkyl, alkenvl 
or alkynyl; Rl = H, Cl-3 alkyl; R2 = pyridyl, pyrimidyl,. pyrazyl alkSny1 ' 
imidazol-4-yl, or pyrrol-2-yl, NR3R4; wherein R3, R4 = H, Me 
benzyloxycarbonyl, methanesulfonyl; or NR3R4 = imidazol-l-yl' 
tetrazol-l-yl, 2-pyridon-l-yl, 4-pyridon-l-yl; XI = N, C; X2, X3 X4 X5 = 

i ?,' ? R5 ' NR6; R5 = H ' 0H ' hydroxymethyl, CHO, N02, Cl-3 alkyl, C3-6 
cycloalkyl, Cl-3 alkoxycarbonyl, halo, NH2, hydroxyamino, CONH2, 
aminoethyl, acetamidoethyl, cyano, cyanomethyl, etc.; R6 = H, Cl-3 alkyl 
dimethylaminosulfonyl) or medically acceptable salts thereof, which are ' 
characterized by an acyl group introduced at the 3-position, a cyclic 

h^™ e T StrUC ^ re J USed . at the ^ and 12 -P°sitions, and a f ive-membered 
heterocycle on the 11-position substituent, one of the nitrogen atoms of 
< which is bonded to the 11-position nitrogen atom through an alkyl group, 
and have potent antimicrobial effects on erythromycin-resistant bacteria 
and Haemophilus influenzae, are prepd. Thus, 10, ll-anhydro-2 1 -O-acetyl-12- 
O-imidazolylcarbonyl-3-O- (2-pyridyl) acetyl-5-0-desosaminyl-,6-0- 
T^ y ] e 7t h l° ^ A 5 u°' 4 -f 1H - iraid ^°l-l-yl)butylamine (prepn. given) 
t ' 1 ' 1 '- :i ' 3 - tetrameth Ylguanidine 70 mg were dissolved in 5 ml MeCN and 
n f fc room c tem P- for 12 h to give U-deoxy-11- [4- (1H- imidazol-l- 
yl butyl] amino-5-0-desosaminyl-3-0- (2-pyridyl) acetyl- 6-O-methylerythrolide 
A 11,12-cyclic carbamate (II). II showed min. inhibitory concn. of 0.39, 
0.39, and 1.56 .mu.g/mL against Staphylococcus aureus Bl, Streptococcus 
pneumoniae 210, and S. pneumoniae 205, resp., vs. >100, 0.78, and >100 
.mu.g/mL, resp., for clarithromycin. 
IT 325491-40-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

SS? y m Un ? SS1 1 fle ? > : f PN (S * nthetic Preparation); THU (Therapeutic use ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

RN 325i9"40:5° f CApj:us rOn,yCin A ' " antibaCterial a ^ts, 

CN 2-Pyridineacetic acid, ( 3aS, 4R, 7R, 8S, 9S, 10R, 11R, 13R, 15R, 15aR) -1- [ 4- (2- 

amino-lH-imidazol-l-yl ) butyl] -4-ethyltetradecahydro-ll-methoxy- 
3a, 7, 9, 11, 13, 15-hexamethyl-2, 6, 14-trioxo-10- [ [3, 4, 6-trideoxy-3- 
(dimethylamino) - . beta . -D-xylo-hexopyranosyl ] oxy] -2H- 
oxacyclotetradecino[4,3-d]oxazol-8-yl ester (9CI) (CA INDEX NAME) 
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Me2N 




C=0 



CH2 




RE.CNT 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AN 2000:441786 CAPLUS 
DN 133:74012 

TI Tricyclic farnesyl protein transferase inhibitors 

SiT'tt^Vn Do11 ' R ° nald J "- Co °P-, Alan B. ; Ferreira, Johan A. ; 
Swoor m If Malla ^'. Alan ' Rane, Dinanath F.; Giri javallabhan, 

2" 1 Af ° r : SO ' Adriano; Aki ' C y nt hia J.; Chao, Jianping; Alvarez, 

?T;'we K Ss^r^ M "' LalWani ' Tar±k; DeS3i ' JagdiSh A - J — 
Schering Corporation, USA 
PCT Int. Appl., 387 pp. 

CODEN: PIXXD2 ifc u 

Patent J,c^^ ^ ' 

English 
FAN.CNT 1 

PATENT NO. 



PA 
SO 

DT 
LA 



KIND DATE 



PI WO 2000037459 



W: 



Al 20000629 



APPLICATION NO. DATE 
WO 1999-US27939 19991216 



JS' J£' ™' ^' BA ' BB ' BG ' BR ' BY ' CA ' CH ' CR, CZ, 



DE, DK, 
KG, KR, 
NZ, PL, 
UZ, VN, 
GH, GM, 



RW 

DK, 
CG, 

BR 9916314 

EP 1140902 
R: AT, 
IE, 

JP 2002533336 
NO 2001002961 
PRAI US 1998-216398 
WO 1999-US27939 
MARPAT 133:74012 



ES, 
CI, 



BE, 
SI, 



DM, 

KZ, 

PT, 

YU, 

KE, 

FI, 

CM, 
A 
Al 



EE, ES, FI, GB, GD, GE, HR, HU, ID, IL, IN, IS, JP, 
LC, LK, LR, LT, LU, LV, MA, MD, MG, MK, MN, MX, NO, 



RO, RU, SE, SG, SI, 

ZA, AM, AZ, BY, KG, 

LS, MW, SD, SL, SZ, 

FR, GB, GR, IE, IT, 

GA, GN, GW, ML, MR, 

20011002 

20011010 



CH, DE, DK, ES, FR, GB, 
LT, LV, FI, RO 



SK, SL, TJ, TM, TR, TT, TZ, 
KZ, MD, RU, TJ, TM 
TZ, UG, ZW, AT, BE, CH, CY, 
LU, MC, NL, PT, SE, BF, BJ, 
NE, SN, TD, TG 
BR 1999-16314 19991216 
EP 1999-963980 19991216 
GR, IT, LI, LU, NL, SE, MC, 



UA, 

DE, 
CF, 



PT, 



T2 
A 
A 
W 



OS 
AB 



20021008 
20010816 
19981218 
19991216 



JP 2000-589531 
NO 2001-2961 



19991216 
20010615 



IT 



RN 
CN 



Title compds. [I; R13 represents an imidazole ring; R14 represents a 
carbamate urea, amide or sulfonamide group; R8 represents H when the 

IT am±de gr ° Up and the R13 i^azole group Is 
substituted or R8 represents a substituent such as arylalkyl, 

J2«S r ?i: y -H° r Cycl ° alk * 1; wherein * 8 i» H, and the alkyl chain 

=T cH3 RU h 9 ?« P ; n ?iS e , R " imidazole g«up is unsubstituted; R12 

acceptable salts, solvate, and stereoisomers are prepd. as farnesvl 
protein transferase (FPT) inhibitors which are useful in the S of 

tumor, tuyroid follicular tumor, myelodysplastic tumor, epidermal 
carcinoma tumor, bladder carcinoma tumor, colon tumor, melanoma breast 
tTtlk an ^ pr °= tat f tu - or - T ^ S , the title compd; Il'was prepd InT 
InMMWnf f* dlSC J° Sed / S a method ° f treating cancer and a method of 
2?9232-8?-4P ? ^ transferase using the disclosed compds. 

S : /f N i^^ etiC P re P arat ion) ; THU (Therapeutic use); BIOL (Biological 
study); PREP. (Preparation); USES (Uses) biological 

(prepn. of) 
279232-81-4 CAPLUS 

1, 2-Pipera2inedicarboxamide, 4- (3-bromo-8-chloro-6, ll-dihydro-5H- 
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benz 0 [5 / 6]cyclohepta[l,2-b]pyridin-ll-yl)-NlHl,l-dimethylethyl)-N2-t3-r2- 
• ^"^^^^^^"^-IH-imidazol-l-ylJpropyl]-, (2R)- (9 £) ( CA INDEX 

Absolute stereochemistry. 




(CH 2 )3 



t-BuNH ^ O 





CF3 



IT 279232-77-8P 279232-78-9P 279232-82-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

SSwbSSS?; 1 ?"?; f PN D (S ^ nthetic Preparation); THU (Therapeutic use" 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

2792l2-7?: 8 ° f CApi5s CliC farnesyl P rotein transferase inhibitors) 

1, 2-Piperazinedicarboxamide, N2- [3- (2-amino-lH-imidazol-l-yl) propyl] -4- (3- 
bromo-8-chloro-6, ll-dihydro-5H-benzo [5, 6] cyclohepta [ 1, 2-b] pyridin-li-yl - 
Nl-(l,l-dimethylethyl)-, (2R)- (9CI) (CA INDEX NAME) JpyrlClln * l > 

Absolute stereochemistry. 



RN 
CN 




(CH 2 )3 



t-BuNH .0 



NH 2 



RN 279232-78-9 CAPLUS 

CN lu nrSvn z j n «f « rbo *f*d? ' N2_ P " l2 ~ ( acet ylamino) -IH-imidazol-l- 

yljpropyl] -4- (3-bromo-8-chloro-6, ll-dihydro-5H-benzo [5, 6] cycloheptafl 2- 
b]pyndin-ll- y l)-Nl-(l,l-dimeth y l e thyl)-, (2R)- (9CI (CA INDEX NAME) 
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(CH 2 )3 x 



t-BuNH " O 




NHAc 



RN 
CN 



279232-82-5 CAPLUS 

1, 2-Piperazinedicarboxamide, 4- (3-bromo-8-chloro-6, ll-dihydro-5H- 
benzo[5, 6] cyclohepta[l, 2-b]pyridin-ll-yl) -Nl- (1, 1-dimethyle^hyl) -N2- [3- [2- 
^ ^^^-^-i-idazol-l-yljpropyl]-, (.R^Vlf (£ INDEX 



Absolute stereochemistry. 




t-BuNH 




(CH 2 )3 




HN X 



Me 



OH 



IT 



RN 
CN 



279236-69-0P 279236-70-3P 279236-72-5P 
279236-73-6P 

(LctLf^rr^t)™ (S ^ thetic ^-P"ation); PREP (Preparation,; PACT 

279i?6- e ^: 0 ° f CAp r ius CliC farneSYl Pr ° tein transfe — inhibitors, 
1, 4-Piperazinedicarboxylic acid, 2- [ [ [ 3- (2-amino-lH-imidazol-l- 
S D EX°SSlEr n arb ° nyl] "' ^^^^^ethylethyl) ester, (2R)- (9CI, (CA 



Absolute stereochemistry. 
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t-BuO 



Y 





OBu-t 
H 



(CH 2 )3 




NH 2 



RN 279236-70-3 CAPLUS 

CN f-?H-^^o? e f C ?f bOXy1 ^ aCid ' 2 ~ " 13- [2- [ [ (phenylmethoxy) carbonyl] amino 

u™r (c A y Kiir no] carbonyi] bis (i - ^thW, met 

Absolute stereochemistry. 



t-BuO. 




OBu-t , » 

H I \ 

(CH 2 )3 




H 




Ph 



RN 
CN 



279236-72-5 CAPLUS 

Carbamic acid [1- [3- [ [ (2R) -2 -piperazinyl carbonyl] amino] propyl] -M- 
rDEX Z SiME; y11 "' Phen ^ eth ^ "ter f bis ( trif luLoacetaieT ^cJ ) "(CA 



CM 1 

CRN 279236-71-4 
CMF C19 H26 N6 03 

Absolute stereochemistry. 




H 

N \ 

(CH 2 )3 ' 




"Y 



. Ph 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F— C-C02H 
F 

RN 279236-73-6 . CAPLUS 

CN Carbamic acid, [1- [3- [ [ [ (2R) -4- (3-bromo-8-chloro-6, ll-dihydro-5H- 
pyl] lH~imidazol-2-yl]-, phenylmethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




(CH 2 )3 




IT 



RN 
CN 



279232-79-0P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Bioloaical 
study); PREP. (Preparation); USES (Uses) (Biological 

27 9 i?2-?9:0° f C^L5s CliC f3rneSyl Pr ° tein transferase inhibitors) 
1-Piperazinecarboxylic acid, 2- [ [ [3- (2-amino-lH-imidazol-l- 
yl) propyl] amino] carbonyl] -4- (3-bromo-8-chloro-6, ll-dihydro-5H- 

^? t5 ^S , S^^a^ 2 ■ b,Pyrldln ■ 11 - yl, -' ^'^hylethyl ester, (2R,- 



Absolute stereochemistry. 
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131:257564 

InT^^ »d analogs as cytokine 

Freyne, Eddy Jean Edgard; Diels, Gaston Stanislas Marcella; 
Matesanz-Ballesteros, Maria Encarnacion; Diaz-Martinez, Adolfo 
Janssen Pharmaceutics N.V., Belg. 
PCT Int. Appl., 33 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



IN 

PA 
SO 

DT 
LA 



KIND DATE 



PI WO 9950262 



W: 



Al 19991007 



APPLICATION NO. DATE 
WO 1999-EP2045 19990324 



S5' X' 5?' «' ^' ™' BA ' BB ' BG ' BR ' BY - CA ' CH ' CN ' cu. 



DE, DK, EE, ES, 
JP, KE, KG, KP, KR, 
MN, MW, MX, NO, NZ, 



CZ, 



FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, 
KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, 
PL, PT, RO, RU, SD, SE, SG, SI, w qt 



MK, 

SK, SL, TJ, 



S: 1*: iS: ™ UG - us - uz - w - YU - za[ zw - m ' ^ ™> ™> «: 



RW: 



GH, GM, KE, LS, MW, SD, SL, SZ, UG, ZW, AT, BE, CH, CY; 



CA 2326045 
AU 9931474 
BR 9909326 
EP 1068194 



ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, 
CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
l! " AA 19991007 

Al 19991018 
A 20001212 
Al 20010117 



DE, DK, 
SE, BF, BJ, CF, CG, 



CA 1999-2326045 19990324 

AU 1999-31474 19990324 

BR 1999-9326 19990324 

TfT , r Ep 1999-913302 19990324 

si: S: lv' S: s- ES ' FR - GB - GR - it - li - lu - nl - se - ^ 



JP 2002509927 T2 

EE 200000569 A 

NZ 507022 a 

BG 104718 A 

NO 2000004906 A 

PRAI EP 1998-201020 A 

WO 1999-EP2045 W 
MARPAT 131:257564 
Title compds. [I; 



OS 
AB 



20020402 
20020415 
20020628 
20010430 
20001128 
19980401 
19990324 



JP 2000-541166 
EE 2000-569 
NZ 1999-507022 
BG 2000-104718 
NO 2000-4906 



19990324 
19990324 
19990324 
20000828 
20000929 



R1R2 = 



IT 



RN 
CN 



ri R 4 os 1 h : «o Piperidyl, alkylsulf onyl, etc. 

fCH2?i 4-"p? V K'" R2 = H ' hal °' alkoxy(carbonyl), aryl, etc.; 
(CH2 1-4; R3 = H, halo, OH, alkyl(oxy); R6 = 5,6-dihydroxy- or 
-dialkoxy-2-pyridyl, etc.; dashed line = optional bond] were prepd as 
cytokine (no data) and PDE-IV inhibitors. Thus, 6- (2^,1 hyl)- 
4-cyclopentyloxy-3-pyridinol was amidated by ClC02Ph and £he product 
anadated by (MeO» 2CHCH2NH2 to give, after cyclization, I (R = Rl = R2 = R4 

pbe- 5 iv i;hSi^^fr„^r ntyloxs '" 5 " hydco,iy - 2 - pyrids ' 1> - ■>»■ '« 

244629-27-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Bioloaical 
BTOL Y '(Biol laSSi f ie f>' f PN (Synthetic preparation); THU (Therapeutic use"; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

ind e ? DE -Iv 1 1 ^ 1 i ^^y 1 -2-oxo-4-i mi da 2 olines and analogs as cytokine 
244629-27-4 CAPLUS 

Cyanamide [ 1- [2- [ 6- (cyclopentyloxy) -5-methoxy-2-pyridinyl 1 propyl 1 -1H- 
imidazol-2-yl]- (9CI). (CA INDEX NAME) Y Propyl J 1H 
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CH- CH 2 N 




RE.CNT 6 
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L20 ANSWER 11 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 1999:1967 CAPLUS 
DN 130:139605 

TI S-2-arnino-5-azolylpentanoic acids related to L-ornithine as inhibitors of 
the isoforms of nitric oxide synthase (NOS) 

AU 25??; S " a J'' °5 inj ^ Edwin C - ; N ayl°r, Matthew A. ; Jaffar, Mohammed; 
Stratford, Ian J.; Threadgill, Michael D. . 

CS Department of Pharmacy & Pharmacology, University of Bath, Bath, BA2 7 AY,. 

SO Bioorganic & Medicinal Chemistry (1998), 6(11), 2139-2149 ^\°[ 
CODEN: BMECEP; ISSN: 0968-0896 rn V 

PB Elsevier Science Ltd. Ai.iiJL^ 
DT Journal 
LA English 

M ^?hi < i mida 1 ZOl X 1)pen 5 an ° iC aCidS 1 (R = N ° 2 ' NH2) have been used as weakly 
inhibitory lead compds. in the design of 2-amino-5-azolylpentanoic acids 

rrealmen? Tf'l T*^ ^ inhibition ° f -trie oxio/synthases 

Treatment of 2- (Boc-amino) -5-bromopentanoic acid t-Bu ester with 

cS P H? P fo 3te ^ aZOl ft 1 ' 2 ' 4 -triazolea and with tetrazole under basic 

2 iStni ? ' f °H° We f b y. acidol y tic deprotection, gave many of the required 
2-amino-5-azolylpentanoic acids. Tetrazole was alkylated at N-l and at 

Tt V? aP A r ° X ; 6 ? Ual Wh6reaS the 1'2,4-triazoles reacted principally 

a : - n A /^ ri i e w^^ntroduced at the 2-position of the imidazole by * 
reaction of the 2-unsubstituted precursor with l-cyano-4- 

v^S aminOPyr i d ^ e - ° f thiS Seri6S ° f com Pds-, 2-amino-5-(imidazol-l- 
yDpentanoic acid (I; R = H) was identified as the most potent member 
against rat iNOS, rat nNOS and a human-derived cNOS. Examn. of the ■ 
structure-activity relationships for the identity and substitution of the 
azoles has led to the proposal of a model for the binding of the 
IT 177906-16-0P° bindin 9 site for the natural substrate.. 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

^X S e°LS™r 0lyl ' Pen " n0iC aCldS " inhlbit °" - £ °"ric oxide 
RN . 177906-16-0 CAPLUS 

CN rND E f NA^e} 6 " 1 " 15611 ^ 11010 aCid ' ' al P ha ' ' ^^amino- , (. alpha. S)- (9CI) (CA 
Absolute stereochemistry. 



\ 



~NH2 



NH2 



(CH2)3 S C02H 
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L20 ANSWER 12 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 1998:745087 CAPLUS 
DN 130:4092 

TI Analgesic peptidomimetic compounds 
IN Dimaio, John; Wang, Wuyi 
PA Astra Aktiebolag (Publ), Swed. 
SO PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT^NO. RIND DATE APPLICATION NO. DATE 



PI WO 9850421 Al 19981112 WO 1998-SE826 19980505 

™' J2' JS' AZ ' BA ' BB ' BG ' BR ' BY ' CA ' CH ' CN ' CU - CZ, DE, 

kp' kr' kz' la Ik S' S' GM ' GW ' HU ' ID ' IL ' IS ' JP ' KE kg 

mo 5?' dt ' ™' « ' ' LS ' LT ' LU ' LV ' MD ' MG ' MK ' m > MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM TR TT 

rw. in gm 2- 2- S' zw - m ' az - by - kg: KZ ' MD ™ ™ S' 

2' LS ' MW ' SD ' SZ ' UG ' ZW ' AT ' BE ' CH ' CY, DE, DK, ES, 

PI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ CF CG CI 
CM, GA, GN, ML, MR, NE, SN, TD, TG ' 

Z lll\tli f ''f 1127 * AU 1998-74616 19980505 

PRAI SE 1997-li 18 SSSJ? ZA 1998 " 3813 "980506 

WO 1998-SE826 19980505 
OS MARPAT 130:4092 

M H^alkvf^tr '; 3 ; 2 ' 6 'J- R10C6R2R3R4R5 ( C H2)nCH(NR6R7)CONR8CHXCONYR8 [Rl = 

=' H Ski n - 0 ; v = f' J al °' alky1 ' alk ° Xy; R6 ' R7 = H ' alk vl; R8 

H, alkyl, n - 0-2; X = (un) substituted 1-imidazolyl-, 3-oxazolvl-' or 

02^h" Z v 7 or / 9C ( :NH >NH(CH2,3, where R9 = H, OH, alkyi° NH2 

02NNH; Y = carboxartudo-, carboxy- or cycloalkylalkyl derivs . ] were prepd 
as analgesrcs . Thus, 2R- [2S-amino-3- (4-hydroxyphenyl) propi 01 USno?-5- ' 
^ISZd^iHoln? 10 (1S - Car ^-Vl^-phenyleLyl.aSide^ripl 

IT 215782-93-7P 215782-94-8P 215783-02-1P 

R ^/f N no^ etiC P re P arati °n) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) IBioxogical 

„< prepn ' of analgesic peptidomimetic compds.) 
RN 215782-93-7 CAPLUS 

01 D "«r 1 {«i™KK L sr yl " 5 " ,2 - anino - iH - imid " oi - i - yi, - N - ,3 - pi '-^^°» i > 

Absolute stereochemistry. 
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CN D-Noryalinainide, L-tyrosyl-5- (2-amino-lH-imidazol-l-yl) -N- (3-phenylpropyl) • 
, bis(tnfluoroacetate) (salt) (9CI) (CA INDEX NAME) Y-LPropyJj 

CM 1 

CRN 215782-93-7 
CMF C26 H34 N6 03 

Absolute stereochemistry. 




CM 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— C— C02H 
F 

RN 215783-02-1 CAPLUS 

CN norvaJvf ^hl^f ^i' 2 ' 6 - dimeth yl^-tyrosyl-5- (2-amino-lH-imidazol-l-yl ) -D- 
norvalyl-, bis ( tnf luoroacetate) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 215783-01-0 
CMF C2 8 H37 N7 04 

Absolute stereochemistry. 
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H2N 





HN 
NH2 



Ph 
O 




(CH 2 )3 R N 
H 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F~ C- C0 2 H 
F 
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1998:227147 CAPLUS 
128:282838 

Preparation of PDE IV inhibiting 2-cyanoiminoimidazole derivatives 
Freyne, Eddy Jean Edgard; Fernandez-Gadea, Francisco Javier; Andres 
Jose Ignacio 

Janssen Pharmaceutica N.V., Belg. ; Freyne, Eddy .Jean Edgard; 
Fernandez-Gadea, Francisco Javier; Andres-Gil, Jose Ignacio 
PCT Int. Appl., 38 pp. 



-Gil, 



CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI 



WO 9814432 Al 19980409 WO 1997-EP5322 19970924 

W: J?' il' ™' M " BB ' BG ' BR ' BY ' CA ' CH ' CN ' CU ' CZ, DJS, DK, 

?k' fl' fc' GB ' GE ' GH ' HU ' IL ' IS ' JP ' KE ' KG >' KP ' KR k£ LC 

' LR ' LS ' LT ' LU, LV, MD, MG, MN, MW, MX, NO, NZ, PL PT RO 

S r » 2- a?' s- SK - SL ' tj - ™' tr - tt ' ™ S S; S: ™; 

YU, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, DE, DK, ES FI FR 

GB. GR, IE, IT, LU, MC, NL, PT, SE, BF BJ CF CG CI CM GA 

GN, ML, MR, NE, SN, TD, TG ' ' ' 




AU 9747792 
AU 719561 
EP 934280 
EP 934280 



Al 
B2 
Al 
Bl 



19980424 
20000511 
19990811 
20030409 



OS 
AB 





R: AT, BE, 


CH, 


DE, DK, ES, 




SI, LT, 


LV, 


FI, RO 


BR 


9712256 


A 


19990824 


CN 


1232456 


A 


19991020 


CN 


1106387 


B 


20030423 


JP 


2000503678 


T2 


20000328 


JP 


3068208 


B2 


20000724 


JP 


3068208 


B2 


20000724 


RU 


2180902 


C2 


20020327 


EE 


3825 


Bl 


20020815 


AT 


236884 


E 


20030415 


TW 


412533 


B 


20001121 


ZA 


9708809 


A 


19990401 


KR 2000029964 


A 


20000525 


US 


6051718 


A 


20000418 


NO 


9901560 


A 


19990602 


EP 


1996-202749 


A 


19961002 


WO 


1997-EP5322 


W 


19970924 



AU 1997-47792 
EP 1997-910380 



BR 1997-12256 
CN 1997-198460 



19970924 
19970924 



19970924 
19970924 



JP 1998-516215 19970924 



JP 1997-516215 
RU 1999-109032 
EE 1999-112 
AT 1997-910380 



19970924 
19970924 
19970924 
19970924 



TW 1997-86114167 19970930 



ZA 1997-8809 
KR 1999-701204 
US 1999-147925 
NO 1999-1560 



19971001 
19990212 
19990319 
19990330 



MARPAT 128:282838 
2-Cyanoiminoiinidazole derivs . I [Rl, R2 = hydrogen, Cl-6alkyl, 
difluoromethyl, trif luoromethyl, C3-6cycloalkyl, satd. 5-, 6- or 

IuT?^ e nr n?r er ° CyCle . COn ' g - ^ OJr tW ° hete ^toms selected from oxygen, 
sulfur or nxtrogen, indanyl, 6, 7-dihydro-5H-cyclopentapyridinyl 
bxcyclo [2.2.1] -2-heptenyl, bicyclo [2 . 2 . 1] heptanylf Cl-6alkyis£f onyl 
arylsulfonyl, substituted ci-lOalkyl; R3 = hydrogen, halo/ci-6 yW; 
cJ LSl 09611 ' J"' 0 ; C1 : 6alk ^' trifluoromethyl, C3-6cycloalkyl, carboxyl, 
SJ *l ' ": 6c y cloalk y^nocarbonyl r aryl, substituted * ' 
UJ. balkyl, etc.; R5 = hydrogen, halo, hydroxy, Cl-6alkyl, Cl-6alkvloxv- R6 
I nTvTT "T 441 "* 1 ' or R4 and **> or R4 and R5 taken together £?lo£ 
a brvalent radxcal; -A-B- = -CR10 : CR11- or -CHR10CHR11- ; L = hydrogen. 
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Cl-6alkyl, Cl-6alkylcarbonyl, Cl-6alkyloxycarbonyl, substituted Cl-6alkyl, 
C3-6alkenyl, substituted C3-6alkenyl, piperidinyl, substituted * 
?nhfn^ lny ' Cl-6alkylsulfonyl, arylsulfonyl], having PDE IV and cytokine 
inhibiting activity, were prepd. E.g., reaction of N-[2-[3- 
(cyclopentyl 0 xy)-4-methoxyphenyl]propyl]-l,2-ethanediamine and di-Me 
cyanocarbonimidodithioate gave 13% [1- [2- [3- (cyclopentyloxy) -4- 
methoxyphenyllpropyl] -2-imidazolidinylidene] cyanamide. The inhibiting 
ertect of I on recombinant human MNL phosphodiesterase type IV B was detd 
IT 205699-38-3P 205699-39-4P 205699-40-7P 
205699-41-8P 205699-42-9P 205699-43-0P 
205699-44-1P 205699-45-2P 205699-46-3P 
205699-47-4P 205699-48-5P 205699-49-6P 
205699-50-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biolodical 

SSwbE? laSS1 f ie ?^ f PN (Synthetic preparation); THU (Therapeutic use" 
BIOL (Biological study) ; PREP (Preparation); USES (Uses) 

RN 205^9- e ?S: 3 ° f CAp D LUS V inhlbiting imidazoles, 
Cyanamide, [1- [2- [4- (difluoromethoxy) -3- [ (tetrahydro-3- 
furanyl)oxy]phenyl]propyl]-^,imidazol-2-yl]- (9CI) (CA INDEX NAME) . 



CN 




RN 205699-39-4 CAPLUS 



CN 



yil-^Ci; ^INDE^N^ 




NH- CN 



CH- CH2 N 



RN 205699-40-7 CAPLUS 
CN 



imidazol-2-yl]- (9CI) (CA INDEX NAME) 




NH- CN 



CH-CH2 N' X N 



\=J 



F2CH-0 



RN 205699-41-8 CAPLUS 

CN Cyanamide, [ 1- [2- [3- (cyclopentyloxy) -4- (difluoromethoxy ) phenyl] ethyl] -1H- 
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imidazol-2-yl]- (9CI) (CA INDEX NAME) 



NC- NH 




RN 205699-42-9 CAPLUS 

CN Cyanamide, [1- [2- [3- ( cyclopropylmethoxy) -4- (dif luoromethoxy) phenyl] propyl] - 
lH-xnudazol-2-yl]- (9CI) (CA INDEX NAME) ^Y-Upropyxj . 



N 



N 



- NH- CN 



CH2 



CH- Me 




0-CH 2 - 



-A 



F2CH-0 



RN 205699-43-0 CAPLUS 

CN Cyanamide, [1- [2- [3- [ (2, 3-dihydro-lH-inden-2-yl ) oxy] -4- 

methoxyphenyl] propyl] -lH-imidazol-2-yl]- (9CI) (CA INDEX NAME) 



MeO 




NH- CN 



N' X N 



RN 205699-44-1 CAPLUS 

CN Cyanamide [1- [2- [ 3- ( cyclopropylmethoxy) -4-methoxyphenyl] propyl] -1H- 
xmxdazol-2-yl]- (9CI) (CA INDEX NAME) . PY 
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NH-CN 



O- CH 2 - 



OMe 



RN 205699-45-2 CAPLUS 

CN Cyanamide [1- [2- [4-methoxy-3- [ (5-phenylpentyl) oxy] phenyl] propyl] -1H- 
inudazol-2-yl]- (9CI) (CA INDEX NAME) ny-U propyl] 1H 



NH- CN 




O- (CH2)5-Ph 



OMe 



RN 205699-46-3 CAPLUS 



NAME) 



1H- 



Me 



NH- CN 



MeO 



RN 205699-47-4 CAPLUS 
CN 
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F2CH 




NH- CN 



O- (CH 2 )5-Ph 



RN 205699-48-5 CAPLUS 

CN Cyanamide, [1- [2- [3- [ (2, 3-dihydro-lH-inden-2-yl ) oxy] -4- 

methoxyphenyl] ethyl] -lH-imidazol-2-yl] - (9CI) (CA INDEX NAME) 



MeO 





NC-NH 



CH2-CH2 N 



N 



RN 205699-49-6 CAPLUS 

CN Cyanamide [1- [2- [3- [ (2, 3-dihydro-lH-inden-2-yl ) oxy] -4-methoxyphenyl 1 -2- 
hydroxyethyl]-lH-imidazol-2-yl]- (9CI) (CA INDEX NAME) n ° XypnenylJ 2 



MeO 





OH 



CH- CH2 N 



NH- CN 



RN 205699-50-9 CAPLUS 

CN Cyanamide, [ 1- [2- [3- [2- (2, 3-dihydro-lH-inden-2-yl) ethoxy] -4- 

methoxyphenyl] propyl] -lH-imidazol-2-yl] - (9CI) (CA INDEX NAME) 




MeO 
CH2- CH2- 




Me 



CH- CH2 N 



NH- CN 



\=J 



RE.CNT 10 



THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Page 106 



10/009,607 



L20 

AN 

DN 

TI 

IN 

PA 

SO 
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1997:411063 CAPLUS 
127:121998 

Imidazole-containing aminoboronic acids 

Dominguez, Celia; Cacciola, Joseph; Fevig, John Matthew 
Dupont Merck Pharmaceutical Company, USA 
U. S. , 12 pp. 
CODEN: USXXAM 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



DT 
LA 



KIND DATE 



APPLICATION NO. DATE 



19970617 
19950324 



US 1995-409573 19950324 



AB 



PI US 5639739 A 
PRAI US 1995-409573 
OS MARPAT 127:121998 

.alpha. -Aminoboronic acids and corresponding peptide analoas 
R1R2NCHR3CONHCH (BR4R5) (CH2 ) nC3H2N2NH2-2 [C3H2N2NH2-2 

2-amno-l-imidazolyl; Rl = acyl, acyl amino acid residue; R2 = aralkvl 

;n y or y BR:R5 k s m : t ^ i i R3 H = H or r2r3 may form a proi±ne ™> » - 

? o iJt I- ? y ° llC b0r ° n ester derive d from pinanediol, pinacol, 
1,2-ethanedxol, etc.; n = 1-4] were prepd. as inhibitors of trypsin-like 
r r n n L P T ea ! e enz y mes ' es P- thrombin, Factor . X and Factor v3F xhus 
Ac-D-Phe-Pro-boroGly-(CH2)3C3H2NH2-2-C10H16 (C10H16 = pinanedioi residue) 
was Prepd by treatment of Ac-D-Phe-Pro-boroGly- (CH2 ) 3NH2 . HC1 with 

laeieS-S^SP ' f ° ll0Wed by redn ' ° f the nitro <3^P by H2-Pd(OH)2. 

RL: SPN (Synthetic preparation); PREP (Preparation) 

1867?5-f9:3 0f CAPLUS ZOle " C ° ntg ' amin ° bor0nic acids and peptides) 

yl) 1 (3aS, 4S, 6S, 7aR) -hexahydro-3a, 5, 5-trimethyl-4, 6-methano-l, 3 2- 
benzodxoxaborol-2-yl] butyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 



RN 
CN 



PAGE 1-A 



(CH 2 ) 3 





NH 2 
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NHAc 




PAGE 2 -A 
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TI 



CS 
SO 



L20 ANSWER 15 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 1997:133650 CAPLUS 
DN 126:246419 

hl'o^T 5 " 1 (2 " nitr0imidaZOl " 1 " Yl)pentanoic acid: * model for potential 
(NOsTa™? 3CtlVated Pr ° drUgS f ° r inhibit °" ° f ^ «iS ^thase 

AU D!; a ^ r ftfo rd , N S°i: M3ttheW Chinj6 ' EdWin C ' ; Threadgill, Michael 

Sn S 0RE, O ^K EXPerimental ° nCOl °^' MRC Kadiobiology "nit, Oxfordshire, 

Anti-Cancer Drug Design (1997), 12(1), 61-65 
CODEN: ACDDEA; ISSN: 0266-9536 
PB Oxford University Press 
DT Journal 
LA English 

^ lrZT Sn l ° f f'^^thylethyl S-(2-l,l-dimethylethoxycarbonylamino)-5- 
bromopentanoate with l-potassio-2-nitroimidazole, followed J.^^ 
deprotection afforded S-2-amino-5- (2-nitroimidazol-l-yI^anoic acid 
which was reduced to S-2-amino-5- (2-aminoimldazol-l-ylfpentanoic acid 

IcrivJJv^Tt 32016 inh±bited rat bra - nitric oxide^ynSase (NOS> 
activity 3 2 times more potently than did the nitro analog. Thus 

m I^h° h r 1 ^?^^ 201 " 1 ^ 1 '^ 3110 ^ acid is a Potent prodrug which 
IT 188634-03-9P 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

b^n/ 11 ^"^^ 20171 ^ 611 ^ 11010 3Cid as model for Potential 
bioreductively activated prodrugs for inhibitors of nitric oxide 

RN 1886^9 t0 V3SCUlar ShUt - dOWn in h ^ so'iiV^ors) 



CN 



(S)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry 



NH2 NH 2 




N \ /V . OBu-t 
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Wilmington, DE, 19880-0500, 
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1997:56330 CAPLUS 
126:139500 

SI heterocyclic thrombin inhibitors 

Dominguez, C; Carini, D. J.; Weber P c • Kn^HK d ™ *i 
S.; Kettner, C. A.; Wexler, R.T ' ** M * Mexande ^ *• 

Exptl. sta., DuPont Merck Pharmaceutical Co. 
USA 

Bioorganic & Medicinal Chemistry Letters (1997) 7(1) 7 q-«4 
CODEN: BMCLE8; ISSN: 0960-894X U^/J, /(l), 79 84 

Elsevier 
Journal 
English 

?n S hf e % 0f . b ^° Pe ? tideS haVe P revi °usly been described by Kettner et al 
to be potent thrombin inhibitors. DuP 714 is a reDres P n^Huo f 

S C id: S eff f ectT dS N With / Ki " °-° 40 m ' bUt ^ inhmtor a ^r u nde Sable 
^ ! ? . u W and seiective bo.ronic acid thrombin inhibitors have 
been developed by replacing the guanidine of the boroargJnine side chain 
?««« a ^T heteroc y cle s ranging in size and basicity. ^ 
186765-59-3P 186765-60-6P Y 

BIOL (Biological study); PREP (Preparation); USES (Uses) 
1867?5 r - e IS: 3 0f CAP°^ ePtide het - OC ^ les - thrombin inhibitors) 

ylf-i-t n (tTs d Ts 6s a ?apf\ D_P !: e ^ la i an f ~ N ~ [ (1R) (2-amino-lH-imida 2 ol-l- 
y±) i (• ia S,4S,6S,7aR)-hexahydro-3a,5 > 5-trimethyl-4,6-methano-l 3 7- 
benzodioxaborol-2-yl] butyl] - (9CI) (CA INDEX NAME) mettian ° 1 ' 3 ' 2 

Absolute stereochemistry. 
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RN 186765-60-6 CAPLUS 

CN £f£ii? a ? id ?: ?"K t y 1 ? ul£on y 1 )- D -Phenylalanyl-M-[(lR)-i-(2-ainino-lH- 

imidazol-l-yl) -1- [ (3aS, 4S, 6S, 7aR) -hexahydro-3a, 5, 5-trimethyl-4, 6-methano- 
l,3,2-benzodioxaborol-2-yl]butyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CH 2 )3 



■f=\ 




o o 

NH 2 W 
HN^ K 
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CN 



Koretsky, A. G. ; Pogrebnoy, 



(9), 1209-1213 
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1996:756682 CAPLUS 
126:89305 

Synthesis of substituted 2-amino-l- (arylideneamino) imidazoles and 

1- (arylideneamino) imidazo [1, 2-a] imidazoles 
Krimer, M. Z.; Makaev, F. Z.; Styngach, E. P.; 
S. I.; Kochug, A. I. 
Russia 

Khimiya Geterotsiklicheskikh Soedinenii (1996) 
CODEN: KGSSAQ; ISSN: 0132-6244 
Latviiskii Institut Organicheskogo Sinteza 
Journal 
Russian 

2- Amino-l- (arylideneamino) imidazoles, e.g., I, were prepd. by 

tlttnlT de ?"!= io ? ° f benzaldeh y de guanylhydrazones with .alpha. -halo ' 
ketones 1- (Arylideneamino) imidazo [ 1, 2-a] imidazoles were then prepd bv 
cyclocondensation of these products with .alpha. -halo ketones at' * 
>iuu . degree . . 

185422-42-8P 185422-43-9P 185422-44-0P 
185422-45-1P 185422-46-2P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(prepn. of) 
185422-42-8 CAPLUS 

i2o5^' I 2 ;!?' 3-dihydro-2-imino-5-phenyl-3- [ (phenylmethylene) amino] -1H- 
imaraazo^i yl] -1-pnenyl- , monohydrobromide (9CI) (CA INDEX NAME) 




A X CH 2 -C-Ph 



HBr 



RN 185422-43-9 CAPLUS 
CN 



Ethanone, 1- (2, 4-dichlorophenyl ) -2- [2, 3-dihydro-2-imino-5-phenyl-3- 
JX Sf n S)amin0] - lH - imida20 l-l-yl]^ monohydrobromide (9CI) (CA 
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• HBr 



RN 
CN 



185422-44-0 CAPLUS 

i 2 ~\ ?' ^^ h y dr r 2 - imino ^ 5 ^ hen y 1 - 3 - [ (Phenylmethylene) amino] -1H- 
i^ff^ M X 1 -y 1 l- 1 -(4-methoxyphenyl)- f monohydrobromide (9CI) (CA iSdEX 




OMe 



• HBr 



RN 185422-45-1 CAPLUS 

m ^^^^"-^"ol-l-yl]-, monohydrobromide (9CI) (CA 
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HBr 



RN 185422-46-2 CAPLUS 

CN iSd^or-l 2 ;!?^ T ?f ^""^^o-S-phenyl-a- [ (phenylmethylene) araino] -1H- 
NMffi? 1 -yU-l-(4-fluorophenyl)-, monohydrobromide (9CI) (CA INDEX 




• HBr 
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AN 1996:324454 CAPLUS 
DN 125:25771 

S-2-Amino-5-(2-nitroimida 2 ol>l-yl) pentanoic acid: A potential 
bioreductively-activated inhibitor of nitric oxide synthase activity for 
use in cancer therapy y 

S^aWor" a jan N j yl ° r ' MattheW A ' ; Threadgill, Michael D.; Chinje, Edwin; 
CS MRC Radiobiology Unit, Chilton/Oxon, 0X11 ORD, UK 

S ° ^nl 1 , an l PreSS Proceedin <J s (1996), 10(Biology of Nitric Oxide Part 5) 225 

CODEN: POPPEF; ISSN: 0966-4068 ' 
PB Portland Press 
DT Journal 
LA English 



TI 

AU 

CS 
SO 



AB 



!lC50^ n QR 5 ™Mr a ^^ Mda !°u: 1 " yl)PentanOiC aCid inh ibits NOS activity 
(IC50-1.98 mM) and the inhibition is concn. -dependent. 

S-2-Amino-5-(2-nitroimidazol-l-yl) pentanoic acid shows very little 

th^^n° n '-/ 1 lat ^ rmy be 3 P° tentia H.y hypoxia-selective prodrug of 
the aminoimidazolyl deriv. with a possible application in the selective 
modulation of tumor blood flow. e 
IT 177906-16-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); B^OL (Biological studyt^SES 

inhibitor) :r0imidaZOlYl)Pentan0ate pr ° drUg aS nitric oxi de synthase 
RN 177906-16-0 CAPLUS 

CN INDEf NAME} e_1 " Pentan ° iC aCid ' - al P ha -' 2 -diamino-, (. alpha. S)- (9CI) (CA 
Absolute stereochemistry. 



-NH 2 



NH2 



(CH2)3 S C02H • 
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ANSWER 20 OF 66 CAPLUS 
1995:717130 CAPLUS 
123:316886 

Azole-type photographic cyan couplers 
Ikesu, Satoru; Kita, Hiroshi; Kaneko, Yutaka 
Konishiroku Photo Ind, Japan 
Jpn. Kokai Tokkyo Koho, 16 pp. 
CODEN: JKXXAF 
Patent 
Japanese 
FAN.CNT r 

PATENT NO. 



DT 
LA 



KIND DATE 



APPLICATION NO. DATE 



PI 

PRAI 

OS 

AB 



IT 



RN 
CN 



JP 1993-277014 19931105 



JP 07128824 A2 19950519 

JP 1993-277014 19931105 
MARPAT 123:316886 

^ leS 1 ^i" l A Z = arYl '' R1 = H ' subs tituent; R2 = substituent; X = H, 
group capable of being released upon reaction with an oxidized color 
developer; Y = substituent with Hammett .sigma.p value 0.3-1.5; Z = S O 
NR2) are claimed as photog. couplers. The photog. couplers show good' ' 
color reproducibility and provide color images with resistance to heat 
moisture, and light. "^au, 

170278-66-7 170278-74-7 

RL: DEV (Device component use); USES (Uses) 

(azoles as cyan couplers with color reproducibility for images 

resistant to heat, moisture, and light) 
170278-66-7 CAPLUS 



F3C^/ w 




(CH2) 11-Me 



RN 170278-74-7 
CN 



CAPLUS 



l l' 5 ' " Bi 7i H -i midazole ] "4 ' -sulfonamide, 2 - - (cyanoamino) -1 ' -pentadecyl-N- 
phenyl- (9CI) (CA INDEX NAME) Y 



(CH2) 14 -Me 
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ANSWER 22 OF 66 CAPLUS COPYRIGHT 2003 ACS 

1995:638526 CAPLUS 

123:55585 

Mur^r 1 ^" 71 ^ 10 ""^^ 6116111 derivatives and the " antimicrobial activity 
Murata, Masayoshi; Tsutsumi, w-iHo^. m**-*.,,^ „ .. . 

Nakajdma, Takashi 

Fujisawa Pharmaceutical Co., 

PCT Int. Appl., 139 pp. 



Hideo; Matsuda, Keiji; Hattori, Kohji; 
Japan 



Ltd. 



CODEN : 
Patent 
English 
. CNT 1 

PATENT NO 



PIXXD2 



KIND DATE 



PI 



WO 9510520 

W: AU, CA, 



Al 19950420 
CN, JP, KR, US 



APPLICATION NO. DATE 

WO 1994-JP1588 . 19940927 



RW: AT, BE, CH DE DK ES FR, GB, GR, IE, IT, LU, MC, NL, PT, 



AU 9477068 
EP 722447 



Al 
Al 



19950504 
19960724 



SE 



R: AT, BE, CH, DE, DK, ES, 
JP 09503518 T2 19970408 

PRAI GB 1993-20816 19931008 
WO 1994-JP1588 19940927 
MARPAT 123:55585 
Carbapenem derivs . I, 



AU 1994-77068 19940927 
EP 1994-927783 19940927 
FR, GB, GR, IE, IT, LI, LU, NL, PT, SE 
JP 1994-511578 19940927 



OS 
AB 



IT 



RN 
CN 



, in which Rl is carboxy, etc., R2 is 
r! ^h ( J° Wer i alk f \ etC *' R3 ±S or lower alkyl, R4 is 2 (or 

aroun o PY £ ldln - 4 7 lme thyl, etc., and R5 is hydrogen or imino-protective 

164163-12-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

164l63^2:6 an CA?Ss miCr ° bial aCt±W±ty ° f P^^nylthio-carbapenems ) 

l-A 2 abicyclo[3.2.0]hept-2-ene-2-carboxylic acid, 3- [ [5- [2- (2, 3-dihvdro-2- 
xrrano-3-methyl-lH-imidazol-l-yl) ethyl] -3-pyrrolidinyl] tnio -6- ( ^ hydr ° 2 
hydroxyethyl)-4-methyl-7-oxo-, monohydrochloride, [4R- 
[3(2R , 4S*), 4. alpha. ,5. beta. ,6. beta. (R*)]]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




C0 2 H 



HC1 
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1994:134534 CAPLUS 
120:134534 

Snn at i° n ° f ^ rimidin ^- and triazinylurea derivatives as herbicides 
Makino, Kenzi; Akryama, Shigeaki; Suzuki, Hideaki; Nagaoka, Takeshi; Niki 

SSSio ' K M; NaWamak± ' TSUt ° mu; Watanabe, Ihigeomi; Ish^kawa 

Nissan Chemical Industries, Ltd., Japan 
PCT Int. Appl., 337 pp. 
CODEN: PIXXD2 
Patent 
Japanese 
FAN.CNT 1 

PATENT NO. 



PA 
SO 

DT 
LA 



KIND DATE 



PT WO 




Al 


19930107 




Ta7 • ATT T3 r* 

W . AU, BG, 


BR, CA, CS, FI, 




KW . Al , BE, 


CH, DE 


f ui\ f Cjo, 




c. -L J.Z fi O / 


AA 


I^^OUIU / 


ATT 


QOO 1 £ £"7 


Al 


T QQO.ni O R 


ATI 




B2 


1.7 j JU4UD 


Hi l. 


^Q9 £7 £ 


Al 


1 QQ4 D4 9D 


FP 


OjiC D / D 


Bl 


19980930 




"D - AT 1 T3 T7 1 

K. Ai , BE, 


CH, DE 


, DK, ES, 


RU 




CI 


19980420 


AT 


171699 


E 


19981015 


ES 


2123044 


T3 


19990101 


JP 


3208773 


B2 


20010917 


US 


5500406 


A 


19960319 


US 


5604179 


A 


19970218 


US 


5686390 


A 


19971111 


PRAI JP 


1991-158106 


A 


19910628 


JP 


1991-193984 


A 


19910802 


JP 


1991-199181 


A 


19910808 


JP 


1991-204294 


A 


19910814 


JP 


1991-245876 


A 


19910925 


JP 


1991-271305 


A 


19911018 


JP 


1991-296807 


A 


19911113 


JP 


1991-319422 


A 


19911203 


JP 


1991-320618 


A 


19911204 


JP 


1992-7397 


A 


19920120 


JP 


1992-66277 


A 


19920324 


JP 


1992-94534 


A 


19920414 


JP 


1992-111494 


A 


19920430 


WO 


1992-JP808 


A 


19920625 


us 


1994-170222 


Al 


19940415 



APPLICATION NO. DATE 

WO 1992-JP808 19920625 
HU, JP, KR, NO, PL, RO, RU, US 
FR, GB, GR, IT, LU, MC, NL, SE 
CA 1992-2112457 19920625 
AU 1992-21667 19920625 

EP 1993-901023 19920625 

FR, GB, GR, IT, LI, LU, MC, NL, SE 

19920625 
19920625 
19920625 
19920625 
19940415 
19950607 
19951215 



RU 1993-58608 
AT 1993-901023 
ES 1993-901023 
JP 1993-501236 
US 1994-170222 
US 1995-472921 
US 1995-573549 



OS 
AB 



IT 



Title compds [I; A = CH, N; B, D = Cl-4 alkyl, haloalkyl, alkoxy, 
haloalkoxy, halo, (di ) alkylamino; L = H, C1^6 alkyl, C2-6 alkenyl 
lt c Yny y V 2f (whereir \ R = substituent; E = O, S, substituted imino) , 
tlV* Vi « J Prepd ' C1S02NC0 g) was added dropwise to a 

soln. of 1.55 gamine deriv. II in THF at -10. degree, to -5. degree the 
mixt. was stirred at 0. degree., cooled to -30. degree., 1.14 g ?hiazole 
der.Lv III and Et3N were added, and the mixt. was stirred aAoSm temp, to 
give 1.5 g urea deriv. IV, which killed 70-90% barnyard grass, >90% 
Cyperus microiria, etc. y 
153068-30-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP- (Preparation) ; RACT 
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(Reactant or reagent) 



Me 



* — N 

\ 
Pr-n 



• HC1 
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AN 1994:54763 CAPLUS 
DN 120:54763 

TI Synthesis and LTB4 receptor antagonist activities of the naturally 

AU Boe^ ri T%i " Ce ^° r * nt *g°nist leucettamine A and related analogs 
Boehm Jeffrey C; Gleason, John G.; Pendrak, Israil; Sarau, Henry M • 

cs Schmidt , Dulcre B.; Foley, James J.; Kingsbury, William D. Y ' 

?9?06-0939^ USA' Smithkline Beecham Pharm - > ^ of Prussia, PA, 

SO Journal of Medicinal Chemistry (1993), 36(22) 3333-40 
CODEN: JMCMAR; ISSN: 0022-2623 

DT Journal 

LA English 

AB Total synthesis of leucettamine A (I, R = Me Rl = R2 = 

3,4-methylenedioxybenzyl) is achieved by a convergent route which takes 
advantage of the elements of symmetry within the mol . Syntheses of 

cSoH^CH^OH^ *1 Z T^' ^ * 2 = ^ ^C^OMe-a, 

S I SfiS I ] ' laCk6d the Same de ^ ree of symmetry, are achieved 

- Y R? dl ff en ^ approach starting from .alpha. -amino acids, i (R = Me Rl 
- R2 - 3,4-methylenedioxybenzyl) inhibits [3H] LTB4 binding to its 
receptors on intact human U-937 cells with a Ki = 3 S +- n a »» 
is devoid of measurable agonist activity at tS concns tested. 'Z'ttTt 
S2 r C6Hi?CH2^ C of^ ^".P 0 ^- However, I [R = Me, Rl = CH2Ph, R2 = 
with US lit : ' de ^ lgn ! d on the basi = °f a putative structural overlay 
(Ki - 2 A demo " s f ated P°tency comparable to that of the natural product 

IT 151830-84-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and LTB4 antagonist activity of) 
RN 151830-84-1 CAPLUS 

lH-Imidazol-2-amine, l-hexyl-4, 5-bis (phenylmethyl) - (9CI) (CA INDEX NAME) 



CN 



Ph- CH2 

Ph- CH2 
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AN 1993:626564 CAPLUS 
DN 119:226564 

TI Synthesis and physical properties of N-substituted polyimides based on 
im_L ola z o i e 

AU Kim, Yang Kook; Rasmussen, Paul G. 

SO Jou^A/p 1 ; Eng - Cent " Univ " Michigan, Ann Arbor, MI, 48109, USA 
2583-?5 P ° lymer ^lence, Part A: Polymer Chemistry (1993), 31(10), 

CODEN: JPACEC; ISSN: 0887-624X 
DT Journal 
LA English 

AB AB-type monomers based on imidazole for the prepn. of polyimides were 
synthesized by carrying out a substitution at the 1-position of 
2-amino-4,5-dicyanoimidazole, followed by hydrolysis. Thus, pendent 
groups such as hexyl and 2, 4-dinitrophenyl as an aliph. long chain and an 
electron-withdrawing group, resp., were introduced at the 1-position of 

' m daZ ° le corner. Solid-state polymn. was employed to prep, the 
chW^ 2 H V 1 ^^ ^ f ° rm ° f 3 film fr ° m P°ly (i-idazole amic acid 

till 5 L V - 6 ! tln ? UP t0 18 °- 200 -degree.. The carbonyl stretching 
cm 1 LI !4 m ? 6 appeared at 1808 ^ cm-1 and 1756 (antisym) 

I effect f °f monomer structure on reactivity and the degree of 
imidization were investigated by comparing the viscosity of the resultant 
polymers and intensity of carbonyl peak at 1808 cm-1. The difference in 

IToulTll^lTol ^ tWeen P °f y r deS havin * -hort or long aliph pendent 
Ihl S V ? ' ^Position was obsd. using FT-IR. The inherent viscosity of 

In %!l ,7* P ? ?K mide ^ a ! 1,26 dL/g in N -methylpyrrolidinone and 0.22 dL/g 
" the case of the N- (2, 4-dinitrophenyl) poly(amic acid) in MeS03H- at 
30. degree.. The structural, phys., and material properties of the 

method D S r r TrA har ^ ter i by IR ' MMR ' luminescence ' * nd viscosimetric 
methods, DSC TGA, optical microscopy, and wide-angle x-ray scattering. 

Soln properties were also investigated by monitoring the viscosity as a' 
function of time at 30. degree.. Luminescence spectroscopy of the 
poly(l-Me imidazole imide) and poly(l-Me imidazoleamic acid) films showed 
ulrTHl 310 ^ ?* Centered at 535 and 505 nm, resp. Thermal properties 
were described comparing the wt. loss and decompn. temp, as a function of 
the polymer structure and the degree of imidization 

IT 151174-79-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. and characterization of) 

RN 151174-79-7 CAPLUS 



CN 



S I S2S°iSJl 5 ' dlCarbOXyllC aCid ' 2 " amin °- 1 " heXy1 -' homopolymer (9CI) 



(CA INDEX NAME) 
CM 1 

CRN 151169-03-8 
CMF Cll H17 N3 04 




IT 151169-01-6P 
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RN 
CN 



(Re,ctLf"«^; t r N ,Sy " thetiC P"P"»"n„ PREP ( P t ep. t atio„,; P*CT 

(prepn. and hydrolysis of) 
151169-01-6 CAPLUS 

lH>Imidazole-4 / 5-dicarbonitrile / 2-amino-l-hexyl- (9CI) (CA INDEX NAME) 




RN 
CN 



(CH 2 )5-Me 



151169-03-8P 

^cta T n^o e r^agi; t r N ' PREP (Proration), RACT 

(prepn. and polymn. of) 
151169-03-8 CAPLUS 

^^ daZole " 4 '^ dicarbox y 1 ^ acid, 2-amino-l-hexyl- (9CI) (CA INDEX 



NH2 



(CH 2 )5-Me 
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AU 
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AB 



IT 



RN 
CN 



e.g. , R = H 
R2 = H, 
were prepd. 



ANSWER 27 OF 66 CAPLUS 
1993:621209 CAPLUS 
119:221209 

Synthesis and structure-activity relationships of new cephalosporins with 
aminoirrudazoles at C-7: effect of the pKa of the C-7 and no imidazole on 
antibacterial spectrum and .beta . -lactamase stability 

Jung, F ; Boucherot, D.; Delvare, C; Olivier, A.; Davies, G. M. ; Betts, 

J "' Zrovm, R.; Stevenson, R. ; Joseph, M. ; et al . ■ 
Cent. Rech., ZENECA Pharma, Reims, 51064, Fr. 
Journal of Antibiotics (1993), 46(6), 992-1012 
CODEN: JANTAJ; ISSN: 0021-8820 
Journal 
English 

Cephalosporins with new aminoimidazole heterocycles at C-7 [I 
™?4 R i = SMe ' < CH2 > 2N02 ' C02Et, CH2SMe, NHCOEt, (CH2)3SOEt' 
(CH2 3NH2, or CH2CH:CH2, X = OAc or l-methyl-S-te^razolylthio] 
by reaction of anti- . alpha . -aminooximes with C-7 
dihaloisocyanocephalosporin esters or by direct condensation of 

2- fluoroimidzoles with C-7 aminocephalosporins esters. These compds 
combine a broad spectrum of antibacterial activity, including Gram-neg. 
and Gram-pos. organisms with a good .beta . -lactamase stability. The 
activity is discussed in terms of its relation to the pKa of the C-7 
aminoimidazole heterocycle, basic C-7 aminoimidazole residues gave 
cephalosporins with the best . beta . -lactamase stability but the poorest 
activity against Gram-pos. organisms. An addnl . interesting property of 

150715-33-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. and antibacterial activity and . beta . -lactamase stability of, 
structure in relation to) Y ' 

150715-33-6 CAPLUS 

5-Thia-l-azabicyclo [4 . 2 . 0] oct-2-ene-2-carboxylic acid, 

3- (acetyloxy) methyl] -7- [ [1- (3-aminopropyl) -lH-imidazol-2-yl] amino] -8-oxo- 
, (6R-trans)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H2N 




OAc 
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1991:546539 CAPLUS 

115:146539 

Silver hallde photographic material containing tricyanoethvlene dve 

SK'c"?X;„ Tanaka ' Matil Ka "" hima ' Y "' hit ° ; ««S2XX 

Jpn. Kokai Tokkyo Koho, 16 pp. 
CODEN: JKXXAF 
Patent 
Japanese 
CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 

PRAI 
OS 
AB 



IT 



RN 
CN 



JP 03031840 
JP 1989-167228 
MARPAT 115:146539 



A2 



19910212 
19890628 



JP 1989-167228 19890628 



STcS^fmjr?? 1 ! 1 °V SUPP ° rt ' ^ t0re ^ 1 layer contg. dye 

AC CN ) . C ( CN 2 (I; A = pyrazole or imidazole ring). The dve has LoH 

2S'a p£^: UlS1 ° n 1 (A = XI) WaS COated on a film base to 

135716-49-3 

RL: USES (Uses) 

(dye, photog. film contg.) 
135716-49-3 CAPLUS 

Benzamide, N- [ l-butyl-4- ( tricyanoethenyl ) -lH-imidazol-2-vl 1 -4- M 1 
dunethylethyl)- (9CI) (CA INDEX NAME) imi ^zol 2 yl] 4 (1,1- 



n-Bu 




Bu-t 
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AN 1991:229261 CAPLUS 
DN 114:229261 

ylideneammonium picrates and chlorides V 
AU Fernandez-Bolanos, J.; Alaiz-Barragan, M. . „/\ 

CS Fac. Quim., Univ. Sevilla, Seville, Spain ~ 
SO Ariales de Quimica (1990), 86(7), 791-6 / 

CODEN: ANQUEX; ISSN: 1130-2283 WT 



DT Journal 
LA Spanish 
OS CASREACT 114:229261 



AB 



(R) = 



™ P r Bu ocLn i ^ am tr _1 ^ eOXy - D - arabin0 - heXulose talkyl .group 
sal'^ft-??. 7 ^ d ° dec y 1] Wlth cyanamide afforded I picrate and chloride 
lit ' I c °mpds.). The chlorides underwent N- and O-acetylation with 
AcSO-pyrxdxne. Deacetylation of I (R = Me, hexaacetyl der^witn MeONa 

(R = H^Me^HCl^alt"^^ 

group^o'g vf he* ll^s" ^ <* the tetritolyl 



IT 133746-56-2P 133813-69-1P 133813-70-4P 
133813-71-5P 



SLS^tTSSiit?" ,Sy " thetiC P "<"»"°«> ' ™» (Reparation,, KACT 



(prepn., acetylation, and spectra of) 
RN 13374 6-56-2 CAPLUS 



CN 



1,2,3,4-Butanetetrol, 1- (2-amino-l-octyl-lH-imidazol-4-yl ) ■ 
monohydrochloride, [ 1R- (1R* 2S* 3R* ) 1 - (9CI) (ca tm^v m , 



(1R*,2S*,3R*)]- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



• HC1 

RN 133813-69-1 CAPLUS 
CN 



1,2,3,4-Butanetetrol, 1- (2-amino-l-propyl-lH-imidazol-4-vl) - 
monohydrochloride, [1R- (1R*,2S*,3R*) ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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n-Pr 



HC1 



RN 133813-70-4 CAPLUS 

CN ^n^^" BU ^ net ! tr01 ' X " (2 - amin °-l-butyl-lH-imidazol-4-yl) - 

monohydrochlonde, [ 1R- (1R*, 2S*, 3R* ) ] - (9CI, (CA INDEX NAME) 

Absolute stereochemistry. 

OH OH 




HC1 



RN 133813-71-5 CAPLUS 

CN 1,2,3,4-Butanetetrol, 1- (2-amino-l-dodecyl-lH-imidazol-4-vl> - 
monohydrochloride, [ 1R- ( 1R* , 2S* , 3R* ) ] - (Li, (CA INDEX NAME) ' 



Absolute stereochemistry. 



OH OH 




N Me 
(CH 2 )n 



HC1 



IT 133746-53-9P 133746-55-lP 133746-58-4P 
133814-24-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
RN 1337?6- e ?S:9 T£lvT reaCti ° n Wlth Chl ° ride ' - d S P ect " of) 
CN 1, 2, 3, 4-Butanetetrol, 1- (2-amino-l- P ropyl^lH-imidazol-4-yl) -, 
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liDm 1 2^r #3R * )1 "' C ° mPd ' W±th 2 ' 4 ' 6 - trinitr °P hen ol (1:1) (9CI) (CA 
CM 1 



CRN 133746-52-8 
CMF CIO H19 N3 04 

Absolute stereochemistry. 

OH OH 

H2N- 




CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 



02N. 



N02 




RN 
CN 



133746-55-1 CAPLUS 

1,2, 3 4-Butanetetrol, 1- (2-amino-l-butyl-lH-imidazol-4-yl) - 

M NA^r' 3RM1 "' W±th 2 ' 4 ' 6 - trinitr °Phenol (1:1)' (9CI) (CA 

CM 1 



CRN 133746-54-0 
CMF Cll H21 N3 04 

Absolute stereochemistry. 

OH QH 




CM 
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CRN 88-89-1 
CMF C6 H3 N3 07 



N0 2 




N02 



RN 
CN 



133746-58-4 CAPLUS 

/i f nI B oo! n ! tetr ° lf 1 - (2 ^ amin °- 1 -dodecyl-lH-imida 2 ol-4-yl)-, 
^DExSa^E) ' 3R+)] "' COmpd ' With 2,4,6-trinitrophenol (1:1) (9CI) (CA 



CM 1 

CRN 133746-57-3 
CMF CI 9 H37 N3 04 

Absolute stereochemistry. 



OH OH 




NH2 



N^ Me 
" (CH 2 )U 



02N. 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 



N0 2 




OH" 



N0 2 



RN 
CN 



133814-24-1 CAPLUS 

1,2,,3,4-Butanetetrol, 1- (2-amino-l-octyl-lH-imidazol-4-yl ) - 
INDE^N^Er' 3 ^' 1 "' W±th 2 ' 4 ' 6 - trinitr °P he nol (1:1)' (9CI) (CA 



CM 



CRN 133814-23-0 
CMF C15 H29 N3 04 
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(CH 2 )7 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 
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ANSWER 32 OF 66 CAPLUS 
1990:139735 CAPLUS 
112:139735 

2,2-Disubstituted glycerol and glycerol-like compounds as 
antiinflammatories and platelet activating factor (PAF) antagonists 
Solomon, Daniel M. ; Kaminski, James J.; white, Steven K antag ° niStS 
S.; Ganguly, Ashit K. 
Schering Corp., USA 
Eur. Pat. Appl., 101 pp. 
CODEN: EPXXDW 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



IN 

PA 
SO 

DT 
LA 




KIND DATE 



PI 



EP 327962 

R: . ES, GR 
WO 8907099 



Al 19890816 
Al 19890810 



APPLICATION NO, 
EP 1989-101794 



DATE 



19890202 



WO 1988-US315 19880205 

5c' Mr' 2' 2?' m R/ CH ' DE ' DK ' GB ' HU ' JP ' KP ' KR ' ^ LU, 

MC/ MG, MW, NL, NO, RO, SD, SE, SU, US 

CM ' DE ' FR, GA, GB, IT, LU, ML, MR, NL, 



RW: 



AU 8812946 
WO 8907100 



AT, BE, BJ, CF, CG, CH, 
SE, SN, TD, TG 

Al 19890825 
Al 19890810 



OS 
AB 



Al 


19890825 


AU 


1989-31918 


19890202 


Al 


19901128 


EP 


1989-902853 


19890202 


CH, DE 


, FR, GB, IT, 


LI, LU, NL, SE 


T2 


19910411 


JP 


1989-502646 


19890202 


B4 


19940817 






A 


19901004 


DK 


1990-1857 


19900803 


A2 


19950627* 


JP 


1994-16152 


19940210 


A2 


19950718 


JP 


1994-16159 


19940210 




19880205 








19890202 









AU 1988-12946 19880205 
w . ... ,„ _ WO 1989-US336 19890202 

2; IS; us' DK ' F1, HUf JP - KP - KR - LK - MC - MG - Mw - N0 ' R0 ' 
RW: sl: sn; S; tI' cg ' ch - cm - de - fr - ga - gb - it - lu - ml - mr - nl - 

AU 8931918 
EP 39.8990 

R: AT, B] 
JP 03501612 
JP 06062542 
DK 9001857 
JP 07165739 
JP 07179406 
PRAI WO 1988-US315 
WO 1989-US336 
MARPAT 112:139735 

IIS - ^ ds - R1 °CH2CR2R3CH2R4 [I; Rl = alkyl, CONR5R6; R5 = H, alkyl, 
aryl etc., R6 = alkyl, aryl, etc.; R5R6N = heterocyclyl; R2 = alkyl CF3 
aralkyl aryl; R3 = XCmHm+1; X = CH2, O, NR7, SOn; m =1-6; n = 0,1; R7 = 

l'c*2^ y n a °l i ; nf IZ^I I = ° P03 ' 0C ° 2 ' °' S ' NR7 ' 0C0NR7 ' N ^C02 U = 
(CH2)1 (1 = 2-10), (CH2)kC6H4(CH2)k (k = 1-3); V = AZ, Z = bond O % 

0(CH2)o (o = 1-3), OC02, NR7; A = alkyl", heteroaryl etc. ; w"h'th4 ' 

proviso that when Rl = alkyl, T .noteq. OP03] are prepd. , e.g. by (D 

reaction of R10CH2CR2R3CH2TUL1 (II) andL2ZA (LI, R £ = leaving group) (2) 

reaction of R10CH2CR2R3CH202CL1 and L20UV for I (T = OCO2T and S ' 

N-alkylation of H2NC02CHCR2R3CH2R4 for I (Rl = CONHR6 ; R6 = alkyl) 

Treatment of n-C18H37NMeC02CH2CMe (OMe) CH20 (CH2) 170S02Me (prepn. given) 

Iii a so ^ P /* S * nCe ° f BU4N+I " gave a thiazolinlum^o^ III. 
Ill at 50 .mu.M showed 100% inhibition of PAF-induced platelet 
aggregation. Pharmaceutical formulation examples are given. 

RL: SPN (Synthetic preparation); PREP (Preparation) 

in^agonist) " antiinf larnmatorv a 9 ent *nd platelet activating factor 
RN 125319-91-7 CAPLUS 



IT 



Page 142 



10/009,607 



CN Carbamic acid, methyloctadecyl-, 3- [ [7- (2-amino-lH-imidazol-l- 

yl)heptyl]oxy]-2-methoxy-2-methylpropyl ester (9CI) (CA INDEX NAME) 

(V nH2 

N v Me o Me 

\ I II I 

( CH 2 ) 7 - O- CH 2 - C- CH 2 - O- C- N- ( CH 2 ) 1 7 - Me 

OMe 
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AN 1990:275 CAPLUS 
DN 112:275 

TI Reductive metabolism and DNA binding of misonidazole 
AU Djuric, Zora 

CS Dep. Obstet. Gynecol., Wayne State Univ., Detroit, MI, 48201, USA 
SO Toxicology and Applied Pharmacology (1989), 101(1), 47-54 

CODEN: TXAPA9; ISSN: 0041-008X 
DT Journal 
LA English 

AB The DNA binding of misonidazole was examd. after chem. and enzymic redn. 
Under anaerobic conditions, both rat liver microsomes and cytosol 
catalyzed the reductive metab. and DNA binding of misonidazole .{ The 
misonidazole utilized in these studies was radiolabeled on the side chain 
The adduct(s) formed was too unstable for structural anal. Little or no 
metab. of misonidazole was detected in aerobic incubations. Likewise 
very little DNA binding occurred in the presence of O. Xanthine oxidase, 
a model nitroreductase, also was capable of catalyzing the DNA binding of 
misonidazole. However, unlike the xanthine oxidase-catalyzed DNA binding 
of carcinogenic nitropolycyclic arom. hydrocarbons, the DNA binding of 
misonidazole was not increased at slightly acidic pH. The putative 
reactive intermediate, the N-hydroxylamine, was synthesized by Zn redn of 
misonidazole. The DNA binding of the N-hydroxylamine deriv. increased 
with increasing pH. The obsd. pH dependence of the reactions with DNA is 
similar to that of other heterocyclic N-hydroxylamines, but is in contrast 
to the reactivity of a no. of arom. N-hydroxylamines. 

IT 78524-63-7 

RL: FORM (Formation, nonpreparative) 

™ J formation of ' a s misonidazole metabolite, DNA binding in relation to) 
RN 78524-63-7 CAPLUS 

CN lH-Imidazole~l-ethanol, 2- (hydroxyamino) - . alpha . - (methoxymethyl) - (9CI) 
(CA INDEX NAME) * 
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L20 ANSWER 34 OF 66 CAPLUS COPYRIGHT 2003 ACS 
AN 1989:573315 CAPLUS 
DN 111:173315 

TI o^u^ 03 3nd mechanism °f the decomposition in aqueous solutions of 
t- (nydroxyamino) imidazoles 

AU Bolton, Judy L. ; McClelland, Robert A. 
CS Dep. Chem., Univ. Toronto, Toronto, ON, M5S 1A1, Can. 
SO Journal of the American Chemical Society (1989), 111(21) 817?-R1 
CODEN: JACSAT; ISSN: 0002-7863 J -M^±>, «i 

DT Journal 
LA English 

OS CASREACT 111:173315 

M t kinetic study is reported of the reaction in aq. soln. whereby 

l : X-2- (hydroxyamino) imidazoles (I) are converted into l-X-2-amino-4 5- 
dihydro-4,5-dihydroxyimidazolium ions, with substituents X = H CH3' 
CH2CH2Br, CH2CH (OH) CH20CH3, CH2CONHCH2CH20H, and CH2CH (OH) CH2NC5Hlo' A 
mechanism is proposed with the neutral form of the imidazole as the 
kmetically active species, undergoing rate-limiting cleavage of the N-0 
bond with no catalysis (OH- as leaving group) and with catalysis by the 
hydronium ion- and by buffer acids. These reactions produce a 
resonance-stabilized imidazolenitrenium ion, which reacts with water and 
added nucleophiles leading to products. Through analogy with acetal 
hydrolysis, the prodn. of a stabilized cationic intermediate is suggested 
to be responsible for the general-acid catalysis. The relevance to 
metabolic redn. of 2-nitroimidazole drugs is discussed. 

IT 78524-63-7P 124206-08-2P 

(ReactLt R :rr:agint) PN (S ^ thetic P-P^ion) ; PREP (Preparation,; RACT 

RN 785^4-63-7 ^tT^' ** **' ^ ' *"* «<*«i«» °« 

CN ]lAmml°Kmi~) ethan01 ' 2 ~ (hydrOX y amino '-- al P ha --^ethoxymethyl)- (9CI) 



-nhVoh/ 



N OH 

\ I 

CH2-CH-CH2— OMe 
RN 124206-08-2 CAPLUS 

CN 2H-Imi<tezol-2-one, 1, 3-dihydro-l- [2-hydroxy-3- (1-piperidinyl) propyl] -/ 
oxime (9CI) (CA INDEX NAME) 'P^PYJ-J , 
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ANSWER 35 OF 66 CAPLUS COPYRIGHT 2003 ACS 

1988:400143 CAPLUS 

109:143 

Regioselective formation of a misonidazole-glutathione conjugate as a 
function of pH during chemical reduction 

Chacon Enrique; Morrow, Gary J.; Leon, Alberto A.; Born, Jerry L. ; Smith, 
or l an t\ . 

Coll. Pharm., Univ. New Mexico, Albuquerque, NM, 87131, USA 

Biochemical Pharmacology (1988), 37(2), 361-3 

CODEN: BCPCA6; ISSN: 0006-2952 

Journal 

English 

In investigations concerned with the chem. synthesis of 
misonidazole-glutathione conjugate (MISO-GSH), it was found that the 
selectivity for the formation of the c-4 or c-5 conjugate isomers was 
influenced significantly by the pH of the reaction mixt. The work 
described characterizes the influence of the reaction medium on the 
regioselective binding of GSH to a reductively-generated, MISO-derived 

S e SrK^ e r, H ° b ^ rV f i° nS ° f P H ~ de P ende nt, regioselective formation 

of the MISO-GSH adduct have provided an opportunity to probe the reductive 
activation of MISO. The use of tritiated MISO facilitated MISO-GSH 
isolation and quantitation. 
86356-71-0 86356-72-1 
RL: FORM (Formation, nonpreparative) 
(formation of, pH in relation to) 
86356-71-0 CAPLUS 

Glycine, N- [S- [2-amino-l- (2-hydroxy-3-methoxypropyl ) -lH-imidazol-4-yl] -N-L- 
. gamma. -glutamyl-L-cysteinyl] - (9CI) (CA INDEX NAME) 



Absolute ste 



HO2C 




OMe 



RN 86356-72-1 CAPLUS 

CN Glycine, N-[S- [2-amino-l- (2-hydroxy-3-methoxypropyl ) -lH-imidazol-5-yl] -N-L- 
. gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AN 1986:586804 CAPLUS 
DN 105:186804 

35 EdLrdr g n i? ? dUC f - b L re ^ uctivel y activated nitroimidazoles - pH effects 
AU Edwards, D. I.; Knight, R. C; Zahoor, A. 

so Pa " med ; ^ Ci - North East Lon don Polytech., London, E15 4LZ, UK 

?2(7)?^20?-9 " ° f Rad±ati0n Onc ology, Biology, Physics (1986), 

CODEN: .IOBPD3; ISSN: 0360-3016 
DT Journal 
LA English 

^ Ind ?n^ Ct H°K P *,°\ Es = herichia col i DMA damage measured viscometrically 

been stolen ^ ^ r ° lyt ^ al i y redUC6d metro ^da 2 ole and misonidazole has 
been studied, together with the effect on the statistical av. no of 
electrons required for redn., measured by high-resoln. coulometry, ar 



CN 



. * : -•^^^niLaiiy. ± n general, 

a! Tt. K indUCed DNA damage ±S neatest at acid pH and decreased at 
alk. pH, but whereas metronidazole exhibits a linear relation between DNA 
damage and increased pH, misonidazole shows a plateau at pH 6-8 The 
electron requirements for complete redn. (n) vary with pH. For 
misonidazole, n increases with an increase in pH both in the absence and 
presence of DNA with a shallow plateau at pH 6-8. In contrast for 



' , " -"^x^w Hi«ieau ar pti b-H. m contrast, for 

OH 6 8 mS 6 ' n d6Creases With increased pH and exhibits breakpoints at 
pH 6-8. N02- prodn. is linear with increased pH for misonidazole; for 
metronidazole, NC2- prodn. shows a sudden increase at 7.5 yielding 
•apprx.35% on a molar basis. The results may reflect differences in the 
IT ^852S-«-7 tabillty ^ reaCtivit ^ of the nit - "dical anion ^ 

RL! <™l < Adverse e ffect, including toxicity) ; BIOL (Biological study) 
(DNA damage from, pH effects in) y 
RN 78524-63-7 CAPLUS 

Ic^Sdex^aME > ethan01 ' 2 " ( hydr ° Xyamin ° ' " * alpha * " (-thoxymethyl ) - ( 9CI ) 
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1986:586747 CAPLUS 
105:186747 . 

SrSoS^ChS ce f lL reaCtiVe glUtathi ° ne jugate as a metabolite of 
Varghese, Alummoottil J.; Whitmore, Gordon F. 
Phys. Div., Ontario Cancer Inst., Toronto, ON, M4X 1K9, Can. 
12(7K a i223-6 J ° Urnal 0t Radiation Oncology, Biology, Physics (1986), 

CODEN: IOBPD3; ISSN: 0360-3016 

Journal 

English 

The reaction between GSH and the hydroxylamine deriv. of SR 2508 results 
in the formation of 2 stable conjugates identified as 2-amino-4 S 
glutathionyl and 2-aminp-5-S-glutathionyl imidazoles. These stables 
corrugates are apparently formed from a reactive deriv. of the 
hydroxylamine that is sufficiently stable to be isolated after HPLC sepn 

1 GsS tni^ , m - FT^** ° f th±S der±V - " e insistent with it being 

2 1 3 n f ln w i lch the glutathionyl residue is attached to the 
2 amino N of the imidazole moiety through S. With excess GSH, under 
Physiol, conditions, it forms a mixt. of the 2 stable GSH con ujate has 
been detected and suggests the possibility of GSH functioning' as a carrier 
104953-86-8 ^ 2 - nitroiraidazo ^s under certain conditions 

RL: BIOL (Biological study) 

iSSSSSe^ CH0 n cel f is C ) tiOn ° f ' ±n SR25 ° 8 metab ' ^ option with 
104953-86-8 CAPLUS 

SSri' T l Ti L ~ : ■ -^ lutam y 1 - S " I 1 1" ( 2-hydroxy-3-methoxypropyl ) -1H- 

umdazol-2-yl] amino] -L-cysteinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemis 




C0 2 H 




IT 86356-71-0 86356-72-1 

RL: FORM (Formation, nonpreparative) 

° ff fr ° m SR 2508 metab ' and con 3ugation with glutathione in 



CHO cells) 
RN 86356-71-0 CAPLUS 
CN 



G tl^T'n^l S ~ [ ^ m±n °- 1 : ( 2 ' h ydroxy-3-methoxypro P yl)-lH-imida Z ol-4-yl]-N-L- 
. gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX NAME) 



(CA INDEX NAME) 

Absolute stereochemistry. 
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H02C 




OMe 



RN 86356-72-1 CAPLUS 

. gamma. -glutamyl-L-cysteinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry.. 
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DN 105:152996 

2 S^Sr 1 " duC " on of the radiosensitizer misonidazole by zinc or glucose 

AU Gattavecchia, Enrico; Tonelli, Domenica 

CS 1st. Sci. Chim., Univ. Bologna, Bologna, Italy 

SO Journal of the Chemical Society, Perkin Transactions 2: Physical Organic 
Chemistry (1972-1999) (1986), (5), 689-93 organic 
CODEN: JCPKBH; ISSN: 0300-9580 

DT Journal 

LA English 

AB Misonidazole (I; R = N02) (II) was reduced by Zn dust or glucose in almost 
neutral or alk. solns. TLC of the redn. mixts . showed the presence of 

derivs ofll^wh *" identified »■ the azo and the azoxy 

denvs. of II. When the redn. was carried out in alk. soln., another 
reaction, competitive with the redn., was obsd. This reaction, involving 
the loss of the N02 group, led to 2 products: I (R = OH) , from 

JSS'SS 1 ^ d^^r^ ti0n ^ 0H "' fr ° m an i»t««»l- displacement. 

This kind of denitrative process must be considered when the redn. of II 

^dentifieS e fnf ^'^S*' ^ ^ Conditions 2 °«,er redn. products were 
IT 104478-85-5^ P osslble -nechamsm for their formation is suggested. 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) 
RN 104478-85-5 CAPLUS 

CN iroS i SSSf e " 1 " ethan ° 1 ' • alpha -- (methox y meth yD-2-(nitroamino)- (9CI) (CA 




OH 
I 

CH2-CH- CH2— OMe 
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AN 1986:454118 CAPLUS 
DN 105:54118 

TI Properties of 2-hydroxylaminoimidazoles and their implications for the 

biological effects of 2-nitroimidazoles 
AU Varghese, A. J.; Whitmore, G. F. 

SO rw, : Di ^' 0ntar i° Cance r Inst., Toronto, ON, M4X 1K9, Can. 
SO Chemico-Biological Interactions (1985), 56(2-3), 269-87 

CODEN: CBINA8; ISSN: 0009-2797 
DT Journal 
LA English 

AB In aq. soln., in the presence of NH4C1, Nl-substituted 2-nitrolmiiHa Z dre« 
are readily reduced to the corresponding hydroxylases. In air^undlr" 
neutral conditions, analogous to the reactions of arom. hydroxviamines 
2-hydroxyaminoimidazoles are converted to the azoxy derivs via a 
base-catalyzed condensation reaction between the hydroxylamine and its 

?-^ko P i°<irt'J he nit r 0 , d " iv - In N ' -arrangLent t^oL "he 
2 amino-4(5)-hydroxyimidazole deriv. followed by addn. of water across the 
C4-5 double bond to yield isomers of a 4, 5-dihydro-4, 5-dihySroxy deriv 
appears to be a major reaction. 2-Hydroxylaminoimidazoles undergo a 
complex series of reactions with glutathione. The initial reaction is th. 
throres°:n 0f V*^ C ° n ^ ate involving an N-S-linkage! Subsequently 
KLw- 2 °o eXCSSS GSH ' Under neutral conditions, 2 stable coniuqaLs 
tSSift ^ 2 I amin r 4 - S - glutathionvl - ™* 2-amino-5-S-glutathJonyi g 
imidazoles are formed. Nucleophilic attack by GSH on the imidazole ring 

coni 1S *° St » lat *«* s the -itial step in the formation of 
tne stable GSH conjugates as well as the 2-amino-4, 5-dihvdro dihvdroxv 
Vn' ? he . results P ro vide a mol. mechanism for n^ny of the biof effects 
IT IBsll'lT 7 ^5J£ ^nitroinudazoles in hypoxic .mammalian cells 
J-J. 78524-63-7 102998-01-6 102998-02-7 
RL: BIOL (Biological study) 

(prepn or formation of, in hypoxic mammalian cells, biol. effects of 
nitroimidazoles in relation to) erreccs ot 

RN 78524-63-7 CAPLUS 



{ CA^DErNA^ 6 ^™ 1 ' 2 " (h ^- Vami - > " • a lPha • - (methoxymethyl ) - ( 9CI , 



-NHr- OH, 



•N OH 

\ I 

CH2-CH-CH2^0Me 



RN 102998-01-6 CAPLUS 
CN 



INDEfS" 2 " 0116 ' ^^^-^^-^-PyD-l^-dihydro-, oxime (9CI) (CA 




' %v nhV oh 

-N OH 

\ I 

CH2-CH-CH2-OH 

RN 102998-02-7 CAPLUS 
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CN 2H-Iirddazol-2-one, 1- [3- ( 1-aziridinyl) -2-hydroxypropyl] -1, 3-dihyd 
oxime (9CI) (CA INDEX NAME) Y 




CH2 

I 

CH- OH 
I 

CH 2 



N 
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" nitro?^H^°? ° f . th ^ ls « the pre-irradiation incubation effect of 
nitroimidazoles in E. coli cells 

5 TrtTl2' *2*'t I'' Pate1 ' Kantilal B "- Stratford, Michael R. L. 
cs Gray Lab Mount Vernon Hosp., Northwood/Middlesex, HA6 2RN, UK 

HIT? * ^ rnal ° f Radiati ° n B iol°gy and Related Studies in Physics 

Chemistry and Medicine (1985), 48(4), 485-94 rnysics, 

CODEN: IJRBA3; ISSN: 0020-7616 

DT Journal 

LA English 

AB The increase in the degree of radiosensitization of Escherichia coli cells 
corSa^tnS T e - ir " dn - incubation with nitroimidazoles " not 
The ratefoJ redn a f°ll • * ntraCe;U ; ular nonprotein thiols (NPSH) alone. 
li-t „T °V of the nitro compds. and the NPSH removal do not show 

strong dependencies on the lipophilicities of the nitroimidazoLs whereL 
the highly lipophilic compd. RGW-609 effects an increase in 

nltrTiTcill^ 1 ^ 111 3 mUCh Sh ° rter incuba tion time than the other 
r^n ^ ^ Exogenous dithiothreitol (DTT) increased he rate of 

redn. of misomdazole in the cells but did not alter the fraction 
converted to the amine. Added DTT (0.15 mmol/dm3) completely protected 

Ten :dded e a? r the r s r rfr; * ffeCt ° f ---dazzle (2^01/^3, 

wh!n S J k V ° f the lncubation but onl Y partially protected 

metabolites? " ±S su ^ested that NPsE can inLrcept 

" lL l e( s, < °f.^ eir Precursors) of nitroimidazoles which can 

potentiate cell killing by radiation. 
IT 88454-11-9 

RL: BIOL (Biological study) 

thiois'if rSftSf Sr 8itlZatl ° n ±n ESCheriChia COli ' nonprotein 

RN 88454-11-9 CAPLUS 

CN lH-Imidazole-l-ethanol, 2-amino- . alpha (methoxymethyl ) -, compd. with A 
2,4,6-trinitrophenol (1:1) (9CI) (CA INDEX NAME) 

CM 1 & 

CRN 76620-73-0 ^ 

CMF C7 H13 N3 02 

N 

^ N OH 

\ I 

CH2~CH-CH2-OMe 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 
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" 2K"£E.'SS5J?i£. 0f - ^ ™ne metabolite in 

AU Born, .Jerry L. ; Hadley, William H. 

rH 1 ' P ^ arrn -; Univ ' New Mexico, Albuquerque, NM, 87131, USA 

U("? a U5?- a 61 J ° Urnal ° f Radiation ecology. Biology, Phystcs (1985) , 

CODEN: IOBPD3; ISSN: 0360-3016 
DT Journal 
LA English 

^ I-?2 d a^nf f ±0n / f ff?"^ 32016 and ltS ^mima redn. product 

1 (2-amino-l :lmi dazolyl)-3-methoxy-2-propanol (misoamine), were comoared 

Is ^lrt h T e TZ ehSte \^ t0 dSt - " e±ther --nidazoie ^f-SSSf 
inn /u ^ peripheral nerves. Female Swiss Webster mice received a 

100 mg/kg 5 .mu Ci/.mu.mol) i.p. dose of either [3H]misoniSazole or 

Hlmsoamne and the distribution of radioactivity was various 
tissues including sciatic nerves and other myelinated nerves urine frL 

"Tand" e 4% re r es e o ^T^ 5 C ° ntained b ° th ^ SOamine anTmrsonida^le^ 01 " 
(a. 4 and 20.4%, resp., of the total radioactivity in the urine) 

Misondrazole produced higher initial tissue concns. of radroactivity than 

mxso^da^r- relat±Ve t±SSUe C ° nCnS - of "dioactive produced y b5 

misonidazole or misoamne were similar, although not identical 48 h aft.r 
admxnxstration of the drugs. Both sciatic and other myelinated nLves 
^r^^^^^ ty ^ "f^ner 

IT 76620-73-0 

RLr.BIOL (Biological study) 

pm 7*J^o n . iaZ ° le metabol ite, biodistribution of) 
RN 76620-73-0 CAPLUS 

CN ^Ef^ 2016 " 1 " 6 ^ 1101 ' 2 - amin °-- a lPha.-(methoxymethyl)- (9CI) (CA INDEX 



N 

N OH 

\ I 

CH2-CH-CH2— OMe 
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2 SS 0l R Sm eX " etion of [3H]nisonidazole by hypoxic rat liver 

AU Snath, Brxan R. ; Born, Jerry L. 

Coll. Pharm., Univ. New Mexico, Albuquerque, NM, 87131, USA 
J u (.8) : rS65-io JOUrnal ° f Radiati ° n oology, Biology, Physics (1984), 
CODEN: IOBPD3; ISSN: 0360-3016 
DT Journal 
LA English 

AB The perfused rat liver used as a model system produced the same 

misonidazole (MISO) metabolites as those isolated from rats gTven MISO 

bv Srfu^rii" 6 metab> mUCh l6SS ln ratS - Reductive me tab? of MISO 

by perfused livers was enhanced (estd. by measuring the rate of 

conditions Formation of a MISC-derived glutathione conjugate (MISO-GSH) 
and covalent binding of MISO-derived radioactivity to tissue protein was 
also enhanced by hypoxia. Depletion of hepatic GSH with di-Et malea^ 
increased the extent of covalent binding to protein under both aerobic an H 
SS^r C °"? itionS ' and 5 reatl y diminished the formation of mso-lll 
These results support the hypothesis that hypoxic conditions facilitate 
reductive metab. of MISO to an alkylating agent, and that GSH plavs an 
intervening role in the alkylation reaction P Y 

IT 76620-73-0 

RL: BIOL (Biological study) 

RN 766io^0 0n cSLSs e raetabolite ' in ™ hypoxia) • 

NSiEf^ 2016 " 1 " 6 ^ 1101 ' 2 - amin °-- al P ha --(^thoxymethyl)- (9CI) (CA INDEX 

NH2 Jr , *V * 



CN 



\ r 

CH2-CH- CH2~OMe 
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1984:606804 CAPLUS 

101:206804 

Misonidazole-glutathione conjugates in CHO cells 
Varghese, A. J.; Whitmore, G. F. 

Phys. Div., Ontario Cancer Inst;, Toronto, ON, M4X 1K9, Can. 

10?8™ a S«-5 J ° Urnal ° f Rad±ation Oncology, Biology, Physics (1984), 

CODEN: IOBPD3; ISSN: 0360-3016 

Journal 

English 

l^nvf eCti ° n °5 mis ° nida2 °le-glutathione conjugates in CHO cells in 
JftEV?? Perf ° rmed ^ HPLC and ™ detection. The addn. of glutathione 
aW^h ceased the yield of conjugates. The misonidazole- 

glutathione conjugate was also obsd. in a liver ext from a ««««« 
administered [ 14C] misonidazole . C3H m ° USe 

86356-71-0 86356-72-1 
RL: FORM (Formation, nonpreparative) 

R«i*°^n i<>n ° f/ ±n CH ° Cells in h VP° xi a and liver cells) 
86356-71-0 CAPLUS 

Glycine, N- [S- [2-amino-l- (2-hydroxy-3-methoxypropyl ) -lH-imidazol-4-vll -N-L 
. gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX NAME) yl] N L 



Absolute stereodfiSorsTry. 



H02C 





OMe 



RN 86356-72-1 CAPLUS 

CN Glycine, N- [S- [2-amino-l- (2-hydroxy-3-methoxypropyl ) -lH-imidazol-5-vll -N-L- 
. gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX Kme) lnUdaZ01 5 yl] N L 



Absolute stereochemistry. 
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" ^KSSef""'" " U " Stable - the .eduction of . 

so sssr £i^s& Tsssr-ai^ioaS- M5S m - csn - 

CODEN: BCPCA6; ISSN: 0006-2952 
DT Journal 
LA English 

^ i.^^ 1 \^SS^ 1 ^ ,IOl ?S a ;? ie [2 ' (h^—y^no) -l-methylimidazole] 
«nLr P 7 the . reaction of 2-fluoro-l-methylimidazole with NH20H This 
substance was sufficiently stable (half-life of 1-2 days) in acid ,Aln. 
to be obsd. and characterized by NMR spectroscopy; decompn at neutraxltv 
was however, rapid (half-life of 1-10 in). Radiochem. a~nd elect^ocnem 

JnH ;- 6XP ^ W f rS ° arried ° Ut at PH 4 and 7 with 2-nitro-l-LthynSdazoie 
and mrsonrdazole. A 4-electron stoichiometry was found in every c«e 

W0% vieSf UCe ?h Pr0 ? 1 f ±dentified as the 2-hydroxylamxnTLriv 

m i* PH 7 reduced solns " °* the other hand, showed no arorti 

1H NMR srgnals, suggesting that a simple ildazole ring was no lonaer 

h A Shift t0 PH 7 ° f the hydroxyzine produced It pS 4 however 
h 6 U " ed ln / er y simil « NMR spectra. The conclusion, therefore, is that 

but it yd wa°s y ioT^ab W i a :. Pr ° dUCed « " dn - ° f ^ nitroildazol'e!' 

IT 78524-63-7 

RL: BIOL (Biological study) 

(misonidazole redn. product) 
RN 78524-63-7 CAPLUS 



CN 



)cA^i^mir than01 ' 2 " (h ^ dr ° X ^ no > - • ^Pha • - (methoxymethyl ) - ( 9CI ) 




OH 

I 

CH2-CH- CH2~OMe 
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TI Reactions of nitroimidazoles with hydrazine 

AU Goldman, P.; Ramos, Socorro M. ; Wuest, James D 

CS Dep. Pharmacol., Harvard Med. Sen., Boston, MA, 02215 USA 

SO Journal of Organic Chemistry (1984), 49(5) 932-5 

CODEN: JOCEAH; ISSN: 0022-3263 
DT Journal 
LA English 

SaLSj rtl l ' 9 70X91 dlh y drazone - and ethanolammonium nitrite. 

hydrazines hTTLZtZiT*^ 4 " ^ ^troimidazoles and other 
nyarazines, but 2-nitroimidazoles are reduced in the presence of ph 

iTnTl^ntt* 01 *^ A 1 mechanism i- Proposed for the fraction of the 
discussed 1SS ' the relevance to in vivo processes is 

IT 76620-73-0P 88454-11-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
RN 76620-73-0 CAPLUS 

l^Imidazole-l-ethanol, 2-amino-. alpha .- (methoxymethyl) - (9CI) (CA INDEX 



CN 



\ r 

CH2-CH- CH2~OMe 

RN 88454-11-9 CAPLUS 
CN 




lH-Imidazole-l-ethanol, 2-amino-. alpha. - (methoxymethyl) -, compd with 
2,4,6-tnnitrophenol (1:1) (9CI) (CA INDEX NAME) 



(CA INDEX NAME) 

CM 1 

CRN 76620-73-0 
CMF C7 H13 N3 02 



NH 2 



N 



\ 



OH 



CH2~CH-CH2-OMe 



CM 



CRN 88-89-1 
CMF C6 H3 N3 07 
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Cytotoxic properties of hydroxylamino- and aminomisonidazole, possible 
metabolic products of misonidazole, in hypoxic HeLa S3 cells P ° SSlble 

CS ^Th' C i i ! k ° ; iT HOri ' Hitoshi ' Mori, Tomoyuki; Inayama, Seiichi 
CS Sch. Med., Tokai Univ., Isehara, 259-11, Japan 
SO Gann (1983), 74(5), 693-8 

CODEN: GANNA2; ISSN: 0016-450X 
DT Journal 
LA English 

AB Misonidazole, a deriv. of 2-nitroimidazole, has selective cytotoxic 

activity on hypoxic cells in addn. to its radiosensitizing JcSSSS. This 
cytotoxicity is considered to be due to metabolic redn. of the Sua A 
oroSuc^H 1 " 6 ' 3 ^ 1 ^ 6 S6 ! mS t0 be h^roxylaminomisonidazolef an intermediate 

t V ^ redn - ° f the nitr ° ^oup. Authentic Samples of 

hydroxylamino- and aminomisonidazole (a final redn. product) were 

S h ^ Ze V nd th6 i r T° tOXiCity tOWards HeLa < S3 <=ells was compared 
with that of misonidazole. After a 3-h exposure to ImM 

sSvivii am i^f S ° ni ? aZOle Und6r aer ° biC and h rc° xic conditions, the 
surviving cell fractions were 0.18 and 0.0056, resp. This represents a 

Snd^Se^same fV"- fold * reat "' "-P- than tLt ofMSSS"..' 
Under the same conditions, aminomisonidazole showed no apparent 
cytotoxicity. w L 

IT 76620-73-0 78524-63-7 
RL: PRP (Properties) 

RN 766io-°73-O ty CAp f LUS t0 ^ t0 h "°* ±C C °* d "ions, 

^AMEf^ 2016 " 1 " 6 ^ 31101 '' 2 - amin °-- al P ha --( me thoxymethyl)- (9CI) (CA INDEX 

(A 



CN 



rr m2 ..: c^*v 



N OH 

\ I 

CH2— -CH-CH2— OMe 



RN 78524-63-7 CAPLUS 



CN 



(« ™°i^; ethal> ° 1 ' 2 ~ ' W"**>™™ ' - • *1P»* ■ - (methoxynethyl , - , SCI ) 



-NH- OH 



N OH 

\ I 

CH2-CH- CH2~OMe 
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" pyridine 16 neUr ° t0xicit y in decreased by administration with 

S S!f el i ! atr ^ ia /-: BrOWn ' Denn±S M - ; Lee ' William W.; Brown, J. Martin 
CS Sch. Med., Stanford Univ. , Stanford, CA, 94305, USA 

9ao" a m3-i 9 JOUrnal ° f Radiati ° n Oology, Biology, Physics (1983), 

CODEN: IOBPD3; ISSN: 0360-3016 
DT Journal 
LA English 

AB A series of toxicol. and Pharmacol, expts. was performed to test the 

f2£J*"i' ^".^"tions of pyridoxine (vitamin B6, metab may pLy an 
important role in the development of misonidazole (MISO) neurotoxicity 



Mice 



receiving daily i.p. injections oFS^f f ^.^tSS?" Usdetd 
by survival, wt. gain, and neurol. tests) when large doses of 

aMe t?; HC \ (PY ! , . Were delivered concomitantly, 9 and consequently were 
able to tolerate administration of more than twice as many MISO 
injections PY R did not alter the pharmacokinetics of SlSO either when 

£ S ^JT^J^ffiS S-Si'ffi: did e not d a?ter y the jeC 

innibit e the r dev^ m ° lar qUantit * ° f NH2 " MIS ° formed) should 

inhibit the development of such symptoms and allow administration of 

IT i a el 9 2 e 0-li- S 0 eS than are CUrrent1 ^ clin - employable 

RL: RCT (Reactant); RACT (Reactant or reagent) 

dm -7 C Jn ea ? tl0n ° f ' With PV ri doxal hydrochloride) 
RN 76620-73-0 CAPLUS 

jAMEr^ 2016 " 1 " 6 ^ 31101 ' 2 - amin °-- al P ha --(^thoxymethyl)- (9CI) (CA INDEX 



-NH 2 ^JN 



^CH 2 -CH-CH 2 -OMe 
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" B/fceUs radiosensitizin 3 effe ct of reduced nitroimidazoles on E. coli 

AU Ryabchenko, N. I.; Semin, Yu. A.; Petrova, K. M. ; Kutmin A I 
CS S Ci . Res. Inst. Med. Radiol., Obninsk, USSR ' 
SO Radiobiologiya (1983), 23(4), 505-9 

CODEN: RADOA8; ISSN: 0033-8192 
DT Journal 
LA Russian 

AB Reduced metronidazole and reduced misonidazole were more toxic to hvooxic 
and oxygenated Escherichia coli .beta./r cells than were the nonredu^ed 
nrtroxmrdazoles. Reduced metronidazole was also a more effective 

com P d Sen iTnad r nf ?I • ^ Cells than the nSrlduced 

howetr T^e raL o? 10 H enSltl ^ ng !" eCt 0n ox ^enated E. coli cells, 
NhTcI 7n i a ? em - redn - ° f me tronidazole and misonidazole by 
7662U-73-0 " StUdied s Pectrophotometrically . 

RL: PRP (Properties) 
RN 766iS-7t C Q ty C ^US n COli in ^xlc and oxygenated culture) 

^Er^ 201 ^ 1 "^ 1101 ' 2 ~ amin °- al P h ^-(^thoxymethyl)- (9CI) (CA INDEX 



IT 



CN 



-NH2 



N OH . 

\ I 

CH2— CH-CH2— OMe 
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1983:515502 CAPLUS 
99:115502 

Y^nf 1 ^ °L nit *<>heterocyclic compounds by mammalian tissues in vivo 
L ^H S » dl r' Gill±an; K ° Ch ' R ° nald L "- Goldman, Peter 

Bi^hf ?' D u Ch " B f th ISrael HOS P" Boston ' **' 02215, USA 
Biochemical Pharmacology (1983), 32(14), 2249-53 

CODEN: BCPCA6; ISSN: 0006-2952 

Journal 

English 

To det. whether nitro group redn. occurs in mammalian tissues, 
metronidazole (I [443-48-11 (0 021 n nfid in /l. » ■ , 

U3551-87-61 in k I!/u J-J tu.u^l, 0.064 and 10 mg/kg) , misonidazole 
liJool 87 6] (0.015 mg/kg) and nitrofurazone [59-87-0] (0.13 ma/ka) werP 
administered to germ-free rats. A reduced metabolite 1- (^amTno^mldazoi- 
l-yl)-3-methoxypropan-2-ol] [76620-73-0] and 2 of its ™inoimidazol 

gufnidSe 3 88 ?f" '"i""!? ^^roxy-S-methoxypropyl, - 

guanidine [82124-88-7], were found in the urine of germ-free rats that 

™^h V ? , mS r idaZOle - When nitrofurazone was administered a reduced 
metabolite, 4-cyano-2-oxobutyraldehyde semicarbazone [87015-72-3] was 
2 /o u 6d ln thS Ur±ne - However ' acetamide [60-35-5] and 

thi redn r °or^S ) ° X H miC 1 aCid t 5270 " 73 " 5 ! ' fragmentation products from 

the redn. of metronidazole, were not found in significant concns in the 

urine when germ-free rats received metronidazole Apparently • 

metronidazole is reduced so much more slowly than misonidazole and 

" ;" ZOne ln the tissues of germ-free rats that its reductive 

"ne ^ ^ S are . n0t Actable. This observation may be explained by the 

lower thir?ho: dn -f POt ^ tial .° f th6Se drUgS ' ^at of metronidazole bei^ 
lower than those of either misonidazole or nitrofurazone. Under these 
circumstances, metronidazole redn. is not detected, either because its 
radical anion forms more slowly than that of the o her ni rohe e ocSic 

re^re th^ar^ compo^ 1 ^ *~ ^.^^ 

76620-73-0 WVA 
RL: BIOL (Biological study) HP**^ ' 

(as misonidazole metabolite) Cs^ 
76620-73-0 CAPLUS 

^r daZOle " 1_ethan01 ' 2 - amin °-- al P ha --( me thoxymethyl)- (9CI) (CA INDEX 




N OH 

\ I 

CH2-CH-CH2-OMe 
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1983:435344 CAPLUS 

99:35344 

Glutathione conjugates of misonidazole 
Varghese, A. J. 

Phys Div. Ontario Cancer Inst., Toronto, ON, M4X 1K9, Can 

1013-20 10 ^ Biophysical Res *arch Communications (1983) / 112 (3) , 

CODEN: BBRCA9; ISSN: 0006-291X 

Journal 

English 

condSon^in^ 6 d f iV - of . "imidazole reacts with GSH under physiol. 
conditions to form 2 isomeric conjugates. Based on phys. and chem 
properties., the 2 conjugates have been identified as 1- 2-amino-?4- 
glutathion-S-yl,-l- im ida 2 olyl]-3-methoxypropanol and 1- [2-aTno- (5- 

IsS conSaatefif 1_± f da H 0lyl] - 3 - eth -yP-P-nol . The formation of the 
tSH conjugates of reduced misonidazole offers a mol. mechanism f nr i-h« 

SiSLi? — t„"SsSzS S« 

86356-71-0 86356-72-1 

RL: FORM (Formation, nonpreparative) 

86356-7?-0 iO ?^ u S frOm ^ reaCti ° n With ^-nidazole) 

Glycine, N- [S- [2-amino-l- (2-hydroxy-3-methoxypropyl) -lH-imidazol-4-vll -n-t 

. gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX NAME) lmdaZ01 4 yl] 



Absolute 



H02C 




OMe 



RN 86356-72-1 CAPLUS 

CN Glycine, N- [S- [2-amino-l- (2-hydroxy-3-methoxypropyl ) -lH-imidazol-5-vll -N t 
.gamma. -glutamyl-L-cysteinyl]- (9CI) (CA INDEX nAmE) imiCia201 5 yl] 



Absolute stereochemistry. 
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OMe 



C0 2 H 



IT 



RN 
CN 



78524-63-7 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with glutathione) 
78524-63-7 CAPLUS 

!™Er™Ep than01 ' 2 ~ W°*y™^ - ■ alpha . - (methoxymethyl ) 



(9CI) 



-NH- OH 



OH 



\ I 

CH2-CH- CH2-OMe 
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1982:615893 CAPLUS 

97:215893 

Cephalosporin derivatives 

Jung, Frederic Henri; Davies, Gareth Morse 

I.C.I.-Pharma S. A., Fr.; Imperial Chemical Industries PLC 
123 pp. 



Eur. Pat. Appl 
CODEN: EPXXDW 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI 



EP 55562 
EP 55562 
EP 55562 

R: AT, BE, 

FR 2496666 Al 

ZA 8108594 A 

HU 27174 o 

NO 8104372 a 

DK 8105725 a 

FI 8104132 a 

AU 8178786 Al 

JP 57167991 A2 

ES 508280 Al 

US 4492692 a 

ES 517824 . Al 
PRAI FR 1980-27254 



OS 
AB 



A2 19820707 
A3 19820811 
Bl 19860212 
CH, DE, FR, GB, 
19820625 
19821229 
19831028 
19820623 
19820623 
19820623 
19820701 
19821016 
19830216 
19850108 
19830816 
19801222 



APPLICATION NO. DATE 

EP 1981-305958 19811218 



IT, 



LU, NL, SE 

FR 1980-27254 
ZA 1981-8594 
HU 1981-3786 
NO 1981-4372 
DK 1981-5725 
FI 1981-4132 
. AU 1981-78786 
JP 1981-207913 
ES 1981-508280 
US 1981-333570 
ES 1982-517824 



19801222 

19811210 

19811216 

19811221 

19811222 

19811222 

19811222 

19811222 

19811222 

19811222, 

19821130 



CASREACT 97:215893 

PhCH2C( 2 NOH)CH2NH2 ; II ha d a mrn. inhibitory concn. against Escherichia 
83629-69-0P 

(Lcta T nt R o e rr:agent) PN P«*«.tlaa) , ™ (Preparation); RACT 

(prepn. and 'hydrolysis of) 
83629-69-0 CAPLUS 

5-Thia-l-azabicyclo [4 . 2 . 0] oct-2-ene-2-carboxylic acid, 
3- (acetyloxy) methyl] -7- [ [ 1- [ 4- ( 1, 1-dimethylethoxy) -4-oxobutvl 1 -1H 
xnadazol-2-yl] amino] -8-oxo-, < 6R- trans) - <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 



RN 
CN 



Page 173 



10/009, 607 



t-BuO 



IT 



RN 
CN 




OAc 



83629-62-3P 83629-71-4P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of) 
83629-62-3 CAPLUS 

5-Thia-l-azabicyclo [4.2.0] oct-2-ene~2-carboxylic acid, 

8-oxo-, (6R-trans)- (9CI) (CA INDEX NAME) yj-jairunoj 



Absolute stereochemistry. 



EtO 




OAc 



0 2 H 



RN 83629-71-4 CAPLUS 

CN 5-Thia-l-azabicyclo [4.2.0] oct-2-ene-2-carboxylic acid, 

[ (ac ^yloxy)methyl] -7- [ [1- (3-carboxypropyl ) -lH-imidazol-2-yl] aminol -8- 
oxo-, (6R-trans)- (9CI) . (CA INDEX NAME) Y-U amino] 8 

Absolute stereochemistry. 



H0 2 C^ 




OAc 



C0 2 H 
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TI The effect of temperature on the release of thymidine from DNA durina 
■ exposure to electrolytically reduced misonidazole 9 
AU Knox, R. J. ; Knight, R. C; Edwards, D. I. 

CS Dep. Paramed Sci., North East London Polytech., London, E15 4LZ UK 

SO international Journal of Radiation BiologJ and Related Studies in 2L< M 

Chemistry and Medicine (1982)., 41(4) 465-9 KeXatea studle = m Physics, 

CODEN: IJRBA3; ISSN: 0020-7616 
DT Journal 
LA English 
AB 



IT 



CN 



Studies of the damage induced by reduced misonidazole to DNA over the 

inSeased^n 0 * Jltl' 5 ^**- ""T* that '^toxicity of misonidazole is 
from DNA tk! bl P h f^ lc . manner as detd - b y drug-induced thymine release 
IITJ^* ? results indicated that the effects which model hyperthermia 
are not due to increased cytotoxicity of the reduced drug but most 

?6620-t1-0 O " inCreaSS ^ ° f aVailable targets in DNA 



RL: BIOL (Biological study) 

(DNA damage by, hyperthermia effect on) 
RN 76620-73-0 CAPLUS 



NAMEr daZOle " 1_ethan01 ' 2 - amin °-- al P ha --( Ine thoxymethyl)- (9CI) (CA INDEX 



-NH 2 



\ r 

CH2— CH-CH2— OMe 
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AN 1982:420002 CAPLUS 
DN 97:20002 

TI ^hTn!f at i Ve f SO " idazole ^tabolism in anaerobic bacteria and hypoxic 
Chinese hamster lung fibroblast (V-79-473) cells nypoxic 

X ^ h ' D K° nald 5"' ROSe ' Christ °Pher; Rich, Tyvin A.; Goldman, Peter 
CS Dep. Pharmacol., Harvard Med. Sch., Boston, MA, USA ' 
£>u Biochemical Pharmacology (1982), 31(3) 411-14 

CODEN: BCPCA6; ISSN: 0006-2952 
DT. Journal 
LA English 

AB The metab. of the radiosensitizer misonidazole (I) was similar in 

as well as 

^orm'SlnrjSrtn 7 - ^ ^ ^ ° f 1 ^ ijl^^E^S 

25^ 5 ^ hydrolyzes to urea or III, the latter in yields of 

25 and 55% in tissue culture and cecal contents, resp. Both II and IIT 
were slightly mutagenic in the Ames tester strain TA 98 but onlv in IL 
IT lUlT-lt 0 f SYStem miCr ° SOmal activation Y ^ 

RL: BIOL (Biological study) 

fSrSlJSS 2016 metab ° lite ' ° f anaerobic bacteria and hypoxic 
RN 76620-73-0 CAPLUS 

SEf^ 2018 " 1 "^ 1191101 ' 2 - amin °-- al P h a.-(methoxymethyl)- (9CI) (CA INDEX 

CH2-CH- CH2 — OMe 



CN 
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AN 1981:580569 CAPLUS 
DN 95:180569 

S eU K lar ^ cl > emical reduction products of misonidazole 
AU Varghese, A. J.; Whitmore, G. F. 

sn ^ yS - Di ^', Ontario Cancer mst., Toronto, ON, Can. 
so Chemico-Biological Interactions (1981), 36(2) 141-51 

CODEN: CBINA8; ISSN: 0009-2797 
DT Journal 
LA English 

and the hydrazo deriv. of misonidazole [79295-72-01 Ther P i <= 

EsM^^ 

SSSS majors? " ^ ^ " Vltr ° b±ndi ^ ° f -ftonld-zole to 
IT 76620-73-0 78524-63-7 79295-72-0 , V \J\ 

RL: BIOL (Biological study) VfT ^ 

(as misonidazole redn. product) *Cr 
RN 76620-73-0 CAPLUS 

CN Jj^-^-l-thanol, 2-amino-.alpha.-( m ethoxymethyl)- (9CI) (CA INDEX 



-NH2 



N OH 

\ I 

CH2-CH-CH2-OMe 



RN 78524-63-7 CAPLUS 

CN l™DEX 0 NAM E r than01 ' 2 - (h ^°^-)- a lPha.-(methoxymethyl,- (9CI, 



\^NH-OH 
N OH 

\ I 

CH2-CH-CH2-OMe 
RN 79295-72-0 CAPLUS 

CN {cA'SDEr^r^ 01 ' 2 ' 2 '- h ^ ZObis t-^Pna.-(methoxymethyl,- (9CI, 
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OH 

MeO- CH2-CH-CH2 



OH 
I 

CH2-CH- CH2~OMe 



= N- N= 
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AN 1981:490725 CAPLUS 
DN 95:90725 

TI Reduction of misonidazole and its derivatives by xanthine oxidase 

OS mIT^' I Da n ±d; E>alCiC ' B «nko;-Skarsgard, Lloyd D. * 

CS Med. Biophys. Unit, Cancer Res. Cent., Vancouver BC V5Z ITS r,n 

SO Biochemical Pharmacology (1981), 30(8) 849-53 ' 

CODEN: BCPCA6; ISSN: 0006-2952 

DT Journal 

LA English 

m m551 Z °87 «l 813 °H 17 i ] K and aZOXy " I 7 8130-16-2] derivs . of misonidazole 

1 2 3 2) ?900r?;°S V" T dn - W6re redUC6d by Xanthine oxida - S 
i.2.3.2 [9002-17-9] under hypoxic conditions giving 

IT 58524-63T n0miSOnidaZ ° le [78524 " 63 - 7] as the ™™ product. 
RL: BIOL (Biological study) 

RN 78524-6K 7 S ° n CAPLSs e XantMne ° XldaSe metabolit ^ 

S 1 SS 0 iS2r tlttn01 ' 2 -< h ^ 0 ^-no,-.alpha.-( m ethoxyn l e t h y l,- ,9CI) • 



CN 



NH^OH 




w vN 

■N OH 

CH2-CH- CH2~OMe 
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AN 1981:490724 CAPLUS 
DN 95:90724 

TI In vitro metabolism of misonidazole 

AU Josephy, P. D.; Palcic, B.; Skarsgard, L. D. 

Can." BiOPhyS ' Brit±Sh Columbia Can «r Res. Cent., Vancouver, BC, 

SO British Journal of Cancer (1981), 43(4) 443-50 

CODEN: BJCAAI; ISSN: 0007-0920 
DT Journal 
LA English 

AB Org.- and acid-sol. metabolites were formed and radioactivity bound to 
TlslsTll'^ B \ in Vltr ° metab - ° f "'-labeled misonidazole* { l° 
were sepd bv^hifr 10 ""TJ*'? (CH0 > cells - The org.-sol. products 
nrplnS'f Y thin -layer and hrgh-pressure liq. chromatog. and evidence 
?8524 It 7 f° r ° f th t metabo lites being hydroxylaminomisonidazole [ 

difculsed sxgnrfrcance of metabolic nitroredn. is 

IT 78524-63-7 

RL: BIOL (Biological study) 

FN 78524 1 f63^ SOn CA^Ss le metab ° lite ° f h *>°* ic animal cell) 



CN 



^tl^mz)^ 1101 ' 2 ~ (h ^ dro ^ ami - ' " • alpha . - (methoxymethyl , - ( 9CI , 




\ I 

CH2-CH-CH2-OMe 
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AN 1981:400513 CAPLUS 
DN 95:513 
TI 



AU 
CS 
SO 



S"LSlSSi C C611 tOXiCity StUdi6S With the terminal red -tion product 

it™* L " ; Hadle y' William M.; Anderson, Susan L. ; Yuhas John M 
Coll Pharm., Univ. New Mexico, Albuquerque, NM, USA 
MQpm ' ^ en f itizers: Th eir Use Clin. Manage. Cancer, [Proc. Conf ] 

Mas^'u^rNew?^, 1 ^ 9 ,. 79 - 82 - Mlt "">' Brady, ' Luth er W. Wisher: 
CODEN: 4 50 JAG 
DT Conference 
LA English 

AB Misonidazole (I) [13551-87-6] was much less toxic to mice than its 

Thf ! ^ I'Sln Pr ? P V redn ' ° f 1 W±th H gas and Pt catalyst 

The l.p. LD50 values were 1627 and 197 ma/ka r P <;n m „JL TT 

Condi?" CS,t °r Xi k C th «" 1 to cult »" d C"=i'^ undef Cii" ""* 
0™°™^" " mPd - Cyt0t<>X " in <"""" d -Ith'SS under 

IT 76620-73-0 

RL: BIOL (Biological study) 

^llnVelil^r^ - tonicity „£. 

RN 76620-73-0 CAPLUS 

^^"le-l-ethanol, 2-amino- . alpha (methoxymethyl ) - (9CI) (CA INDEX 



CN 



N 



1 N OH 



CH2-CH-CH2-OMe 



Page 182 



10/009,607 
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AN 1981:153141 CAPLUS 
DN 94:153141 

S Koih °t th f/" testina l flora in' the metabolism of misonidazole 
AU Koch, Ronald L.; Beaulieu, Bernard B., Jr.; Goldman Peter 

SO Sche^T^' B6th HOSP - B ° St ° n m-^SlS USA 

SO Biochemical Pharmacology (1980), 29(24) 3281-4 

CODEN: BCPCA6; ISSN: 0006-2952 

DT Journal 

LA English 

" d«ii >d ^^°K " nsit "« ■"imidazole (I) was metabolized to its anino 

JSE££ ^cSa/LSe 4i-S£f ^ - " u ^s"o,""ost tidiun 

RL: BIOL (Biological study) 
RN 766io! 7 So° n CAPLSs le metab0lite ' ° f intestinal flora) 

l^dazole-l-ethanol, 2-amino-. alpha. - (methoxymethyl) - (9CI, (CA INDEX 



CN 



' — N 



NH 2 



\ r 

CH2-CH- CH2~OMe 
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AN 1981:114124 CAPLUS 
DN 94:114124 

TI hiah C ^° n ° f ^ am±ne derivative °f misonidazole in human urine by 
hxgh-pressure liquid chromatography Y 
AU Varghese, A. J. 

2 n hy f\ DiV n " Ontario Cancer mst., Toronto, ON, M4X 1K9, Can 
SO Analytical Biochemistry (1981), 110(1), 197-200 

CODEN: ANBCA2; ISSN: 0003-2697 
DT Journal 
LA English 

AB A sensitive high-pressure liq. chromatog. assay for the detection and 
quantitation of the misonidazole amine deriv. (I) [76620^12? 
and ^ n s "d ne ±S re P° rted - The was converted " its daisyl deriv 

ESSE^ amine - S id — e d - a a u n Sary r ^a b Site g of" 

IT 76620-73-0 

RL: ANT (Analyte) ; ANST (Analytical study) 

RN 766io!7 t 3: 0 ° f CAp; U s rine ^-W"™ chromatog.) 

NjMEr daZOle_1 " ethan01 ' 2 - amin °-- al P ha --(n>ethoxymeth y l)- (9CI) (CA INDEX 

of) 

\ T^ NH2 to^V^ 

^ N^ OH V \ 

CH2-CH-CH2~OMe 



CN 



N. 
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L20 
AN 
DN 
TI 
IN 
PA 
SO 



ANSWER 61 .OF 66 CAPLUS COPYRIGHT 2003 ACS 

1979:611415 CAPLUS 

91:211415 

Benzenesulfonylaminoimidazoles 
Frehel, Daniel; Maffrand, Jean Pierre 



Parcor, Fr 
Fr. Demande, 20 pp 
CODEN: FRXXBL 
DT Patent 
LA French 
FAN.CNT 1 

PATENT NO 



KIND DATE 



APPLICATION NO. DATE 



PI 

PRAI 

7<B 



FR 1977-8972 



19770325 



IT 



RN 
CN 



FR 2384757 A l 19781020 

FR 2384757 B l 19790720 

FR 1977-8972 19770325 

The imidazoles I (R = H , halo, alkyl, NH2, acylamino; Rl = alkvl 
cycloalkyl, alkenyl, alkadienyl, alkynyl/diaLylamiAoalkyl " araikyl- R2 - 
^C?ck4c™ e f . Th -' 4 - Ac NHC6H4S02N:C(SMe)2 was treated with 
2 C1C6H4CH2NH2 to gxve 96% 4-AcNHC6H4S02N : C (SMe) NHCH2C6H4C1-2 which w** 

71795-54-5P 

7179?-5?-5 a ^Ss teriCidal ^ fun ^ icidal activity of, 

Benzenesulfonamide, 4-amino-N- ( l-butyl-lH-ixnidazol-2-yl, - (9CI, (CA INDEX 



n-Bu 

I 



NE- 




XT 



RN 
CN 



71795-41-OP 

^actLfS "rtZLr (S *"«"»<=P«»»»io n ,; PREP Reparation,, RACT 

(prepn. and deacetylation of) 
71795-41-0 CAPLUS 

^CA^INDEx'name^ - ^ ^ '^ _ kutyl-lH-iniidazol-2-yl) amino] sulfonyl] phenyl] - (9CI, 
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AN 1972:413886 CAPLUS 
DN 77:13886 

TI lH-Imidazo [1,2-. aipha . ] imidazoles 
AU Miller, Laird F. ; Bambury, Ronald E. 

SO Sourn^ ^'i-^'i Richards Terrell Inc., Ashland, OH, USA 
SO Journal of Medicinal Chemistry (1972), 15(4) 415-n 

CODEN: JMCMAR; ISSN: 0022-2623 
DT Journal 
LA English 

AB Screening of various lH-imidazo [ 1, 2- . alpha .] imidazoles and intermediates 
dubiurLdT h6S1S f°V nthelmint - activity against Nematosp^oTdes 
dubius and Ascans lumbricoides and for antibacterial, antiprotozoal 
. central nervous, and cardiovascular activity gave neg results ?he' 

compds. were analogs of the broad spectrum anthelmintic/ tetramisSe For 

•alpha. ]imidazole-2HCl (I.2HC1) [34959-91-6] was synthesized b V reactina 
2-amino-l-methylimidazoline and 2-bromoacetophenone to form * reaCting 

■ J^MS^g^"*^^' WhlCh — - NaBH4 

IT 24607-97-4 37151-34-1 37162-77-9 
37162-78-0 37162-82-6 

(anthelmintic activity of) 
RN 24607-97-4 CAPLUS 

monohydrobromide (9CI) (CA INDEX NAME) pnenyx , 



Me 

I 

N 



NH 



N O 

\ II 

CH2- C- Ph 



HBr 



RN 37151-34-1 CAPLUS 

CN SST^S^SSrSSS' 2 ' 3 - di ^dro-2-imino-3-methyl-.alpha.-2-thienyl- 



.S 

W I, 



A 

\=J 



CH- CH2 N" " N"^ Me 



RN 37162-77-9 CAPLUS 
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CN Ethanone, 2- (2, 3-dihydro-2-imino-3-methyl-lH-imidazol-l-vl > 1 ,, 
, monohydrobromide (9CI) (CA INDEX inuaazoj. l yl) -1- (2-thienyl) - 



NAME) 



\\ /) C-CH2 N N 



NH 

Me 



HBr 



RN 37162-78-0 CAPLUS 

CN 2-Propanone, 1- (2, 3-dihydro-2-imino-3-methyl-lH-imidazol-l-vl ) - 
monohydrochloride (9CI) (CA INDEX — ' OI 1 yl) ' 



NAME) 



Me 

I 



-NH 



\ it 

CH2~C-Me 



• HC1 

RN 37162-82-6 CAPLUS 

CN 1H ^f ?NDEX e NAME? an01 ' *' 3 ^ydro-2-i 1B i„o-3^eth y l- . alpha . -phenyl- (9C I, 



Me 

I 

N, 



NH 



N Ph 

\ I 

CH2~ CH- OH 
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AN 1972:405404 CAPLUS 

DN 77:5404 

" JSS^lJSj^SS- 1 * ° £ derives 

AU Pnimenko, B. A.; Kochergin, P. M 

CS Zaporozh Gos. Med. Inst., Zaporozhe, USSR 

^^ ya Geterotsik licheskikh Soedinenii (1971), 7(12) 1692-4 
CODEN: KGSSAQ; ISSN: 0132-6244 ' 

DT Journal 

LA Russian 

M ^Tr 0 ^ daZOleS ' condense d with RCHBrCORl, gave I (R = H Rl - Ph 
36947-74-7P 36947-76-9P 



CN 



(LctLt^r^gintr" (SYnthetlC P ^ (Preparation,; RACT 

(prepn. and cyclization of) 
22926-42-7 CAPLUS 




HBr 



RN 24607-97-4 CAPLUS 

CN Ethanone, 2- (2, 3-dihydro-2-irrdno-3-methyl-lH^ Ldazol -1 „i i i u , 
monohydrobromide (9CI) (CA INDEX NAME) aCadaZo1 WD -1-phenyl- 
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Me 




CH2-C- 



HBr 



RN 
CN 



36947-73-6 CAPLUS 

Ethanone, 2- (2, 3-dihydro-2-imino-3-methyl-lH-imidazol- 1-yl) -1- ( 4 - 
K£? P 7 ' W±th 2 ^' 6 -trinltroph«ol (1:1, (Li, (CA INDEX 



CM 1 

CRN 46826-61-3 
CMF C13 HIS N3 O 




NH 



CM 2 

CRN 38-89-1 
CMF C6 H3 N3 07 



02N 




N0 2 
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RN 36947-74-7 CAPLUS 



CN Ethanone 2- (2, 3-dihydro-2-irrdno-3-methyl-l H -iraidazol-l- y l) -i- (4 - 
methoxyphenyl)-, monohydrobromide (9CI) (CA INDEX NAME) 



Me 




• HBr 

RN 36947-76-9 CAPLUS 
CN 



Me 




CI 



• HBr 



IT 36947-72-5P 36947-75-8P 36947-77-0P 
36947-79-2P 



RL: SPN (Synthetic preparation); PREP (Preparation) 
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(prepn. of) 
RN 36947-72-5 CAPLUS 



CN 



Ethanone 2- (2 , 3-dihydro-2-imino-3-methyl-lH-iniida 2 ol-l-yl) -i-phenvl- 
compd. W1 th 2,4,6-trinitrophenol (1:1) (9CI) (CA INDEX NAME) * ' 

CM 1 

CRN 46726-51-6 
CMF C12 H13 N3 O 



Me 



^ — N 



NH 

O 



\ 

CH2- C- Ph 



CM 



CRN 88-89-1 
• CMF C6 H3 N3 07 



N02 




RN 36947-75-8 CAPLUS 
CN 



Ethanone 2- (2, 3-dihydro-2-imino-3-inethyl-lH-imidazol-l-yl) -i- (4 - 
methoxyphenyl)-, compd. with 2,4, 6-trinitrophenol (1:1) ^CI) (CA INDEX 



CM 1 

CRN 46913-11-5 
CMF C13 H15 N3 02 
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Me 

I 

N. 



NH 



N 




OMe 



CM 

CRN 
CMF 



88-89-1 

C6 H3 N3 07 



02N 



N0 2 




N0 2 



RN 
CN 



36947-77-0 CAPLUS 

Ethanone, 1- (4-chlorophenyl ) -2- (2, 3-dihydro-2-imino-3-methyl~lH-imidazol- 
YD-, compd. with 2,4,6-trinitrophenol (1:1) (9CI) (CA INDEX NaS 

CM 1 



CRN 46826-62-4 

CMF C12 H12 CI N3 O 
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Me 



' M 



NH 




O2N. 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 



N0 2 




N0 2 



RN 36947-79-2 CAPLUS 

ylj , compd. with 2,4,6-trimtrophenol (1:1) (9CI) (CA INDEX NAME) 
CM 1 



CRN 46826-60-2 

CMF C12 H12 Br N3 O 
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Me 




Br 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 
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AN 1972:25174 CAPLUS 
DN 76:25174 

" SSSS^S- Synth " 1 ' 0t datives b , S ed o„ 

AU Priimenko, B. A.; Kochergin, P. M. 

CS Zaporozh. Cos. Med. Inst., Zaporozhe, USSR 

SO Khinuya Geterotsiklicheskikh Soedinenii (1971) 7(9) 1248-Si 
CODEN: KGSSAQ; ISSN: 0132-6244 lJ.»/xj , 1(3), 1248-51 

DT Journal 
LA Russian 

of 44-92%. corresponding 2-anunoimidazoles in yields 

IT 34654-31-4P 34654-32-5P 34654-34-7P 
34654-46-1P 34654-48-3P 34657-76-6P 
34657-77-7P 34657-78-8P 34657-79-Qp 
34657-80-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
RN 34654-31-4 CAPLUS 

CN 1H ; C f?NDEX e NiMEr an01 ' • alpha - meth ^- 4 ' 5 - d ^enyl-2-(phenyla m ino)- (9CI, 




RN 34654-32-5 CAPLUS 

CN iNDEfNAME} 6 " 1 "^ 31101 ' ' ^ ' ' 4 ' ^"Phenyl^- (phenylandno, - (9CI) (CA 




RN 34654-34-7 CAPLUS 
CN 
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OH 
I 

CH2~CH-Me 



NH- 




Me 



Ph 



RN 34654-46-1 CAPLUS 




RN 34654-48-3 CAPLUS 



Ph 

I 

CH2~ CH- OH 



Ph^ y N. 




» f 



Ph 



OMe 



RN 34657-76-6 CAPLUS 

CN iNDEfS 6 " 1 " 6 ^ 1101 ' 2 - (eth ^ ami -)-alpha.,4,5-triphenyl- (9CI) (CA 



Ph ^/\_-NHEt 



V- 7 

CH2-CH-OH 



Ph 



RN 34657-77-7 CAPLUS 

CN lH-Imidazole-l-ethanol, . alpha. , 4, 5-triphenyl-2- (propylamine) - (9CI) (CA 
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INDEX NAME) 



■NHPr-n 



Ph 



Ph 



\ I 



CH2-CH- OH 



RN 34657-78-8 CAPLUS 

CN ^iTTm^' 1 '^ 01 ' 2 - (b ^ la --)-alpha.,4,5-triphenyl- (9CI, (CA 



Ph 



N 




N 



• NHBu-n 



Ph 



\ I 



Ph 



CH2-CH- OH 



RN 34657-79-9 CAPLUS 

CN ^:^ dazole -l-ethanol, 2- [ (2-methylpropyl 
(9CI) (CA INDEX NAME) * 



) amino] - . alpha . , 4 , 5-triphenyl- 



Ph 




N 



-NHBu-i 



Ph 



Ph 



\ • I 



CH2-CH- OH 



RN 34657-80-2 CAPLUS 

CN (Sr^s'ssrS' •^ t »- i ^-«^»yi-2-[ iwwi-m. 



Ph 




N 



- NH- CH2- Ph , 



Ph 



\ I 



Ph 



CH2-CH- OH 
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AN 1969:403325 CAPLUS 

DN 71:3325 

TI Synthesis of imidazo [ 1, 2-a] imidazole 

AU Kochergin, P. M. ; Priimenko, B. A. 

so 2a * s^-sSicSSL A%%t h srs? ussr 

CODEN: KGSSAQ; ISSN : 0132-6244 ' 6 ~ ? 

DT Journal 
LA Russian 

^ following I were obtained (R and m.p. of the HBr salt aiven) • H 

234-6. degree. (MeOH) (decompn.); Br, 233-4 dearee fFhnmTi C 
heated with mineral acids gave the following Tl % LZi ' * 

nS; 4 Me ; ? h P H h ' 207-8.degree. (HBr-salt, "(decompn ' (MeO H f TmI "h *'* 
p BrC6H4, 224-5. degree, (decompn.) (MeOH); Me, Me Ph 169 V *JZ1 

RL: SEN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) ? 
RN 22926-42-7 CAPLUS 



CN 



HBr 



RN 24607-97-4 CAPLUS 
CN 



Ethanone, 2- (2, 3-dihydro-2-imino-3-methyl -lf*-imidazol-l-vl 1 i ^ i 
monohydrobromide (9CI) (CA INDEX NAME) ^ 1 "^P^yl-, 



Page 200 



10/009,607 



Me 




CH 2 -C- 



• HBr 
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=> d his 



(FILE ' HOME 9 ENTERED AT 17:52:55 ON 26 JUN 2003) 



LI 

L2 

L3 

L4 

L5 

L6 

L7 

L8 

L9 

L10 

Lll 

L12 

L13 



L14 



L15 
L16 
L17 
L18 
L19 



L20 



FILE 'REGISTRY' ENTERED AT 17:52:59 ON 26 JUN 2003 
STRUCTURE UPLOADED 
34 S LI SSS SAM 

STRUCTURE UPLOADED 
50 S L3 SSS SAM 

SCREEN 2016 OR 2026 OR 2039 OR 2040 OR 2045 OR 2047 
STRUCTURE UPLOADED 
QUE L6 NOT L5 
50 S L7 SSS SAM 
899 S L7 SSS FUL 

STRUCTURE UPLOADED 
13 S L10 SSS SAM SUB=L9 
235 S L10 SSS FUL SUB=L9 
664 S L9 NOT L12 

FILE 'CAPLUS' ENTERED AT 18:05:08 ON 26 JUN 2003 
234 S L13 

FILE 1 REGISTRY 1 ENTERED AT 18:07:58 ON 26 JUN 2003 

SCREEN 2016 OR 2026 OR 2039 OR 2040 OR 2045 OR 2047 
STRUCTURE UPLOADED 
QUE LI 6 NOT LI 5 
17 S L17 SSS SAM SUB=L9 
256 S L17 SSS FUL SUB=L9 

FILE 'CAPLUS' ENTERED AT 18:08:49 ON 26 JUN 2003 
66 S L19 

FILE 'CAOLD' ENTERED AT 18:09:59 ON 26 JUN 2003 



=> s 119 
L21 



0 L19 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 18:10:13 ON 26 JUN 2003 



SINCE FILE 
ENTRY 
0.40 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
528. 86 

TOTAL 
SESSION 
-42.97 
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AN 1996:507061 CAPLUS 
DN 125:211954 

TI Nitroimidazole-based 'extruded mustards' designed as reductivelv ar H™^H 
hypoxia-selective cytotoxics reauctively activated 

AU Hay, Michael P ; Denny, William A.; Wilson, William R. 

SO Sr^c 3 ' n 'n UniV - Auckland Scho °l Med., Auckland, N. Z. 
SO Anti-Cancer Drug Design (1996), 11(5), 383-402 

CODEN: ACDDEA; ISSN: 0266-9536 
PB Oxford University Press 
DT Journal 
LA English 



AB 



CN 



A new class of nitroimidazole alkanoic acid amides, designed to extrude 
para-aminophenyl mustard by intramol. cyclization following reSn of the 
nitro group, have been prepd. and evaluated for their abilitv 2 ' f urLtf „ 

folio^na 11 ^ 1 ^ 1 ^ 3 ^ 1 "^^ Pr ° drUgS - The -chanism of activation ° n 
1 " 9 ( ? 10,redn - was ^udied using the model compds . and the related 

relStr H °r Ver ' the redUGed fo ™ s of these compds. were 

S«f old .^ eat er toxicity towards UV4 cells (which are defective in DnJ 
cross-link repair and thus hypersensitive to crosslinkinq aoents) tL 
c^-^ 1Clty K°5 1 a ^ ainst ™ ^lls was enhanced sTs-fotd under Lo 
eel Is in^KHT tumor's iTSvc^ ^ ^ C -SfSSS of 



IT 181370-50-3P 

RL 



(LctLt R :r C r"gen t r N Potion,; PREP (Preparation); RACT 

(prepn. of nitroimidazole-based extruded mustards desiqned as 
RN 1813 r ?0-55-r^APL C S Vated h ^ ia - sel -tive antitumor cytSSnS 

IH-Imidazole-l-propanamide, 2-amino-N- (4-methoxyphenyl) - (9CI) (CA INDEX 




C=0 
I 

NH 




OMe 
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1995:659768 CAPLUS 
123:40980 

inhiblt °" * nd ■««*■ 

Takeda Chemical Industries, Ltd., Japan 
Eur. Pat. Appl., 22 pp. 
CODEN: EPXXDW 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



DT 
LA 



KIND DATE 



PI 



APPLICATION NO. DATE 



EP 656210 
R: 



EP 1994-118069 19941116 
FR, GB, GR, IE, IT, LI, LU, NL, PT, SE 
CA 1994-2135597 19941118 
JP 1994-284943 19941118 
US 1994-345425 19941121 



OS 
AB 



Al 19950607 
AT, BE, CH, DE, DK, ES, 
CA 2135597 AA 19950520 

JP 07188181 A2 19950725 

US 5552427 a 19960903 

PRAI JP 1993-290278 19931119 
MAR PAT 123:40980 

Glutaminase-inhibiting imidazole derivs ri- A = f«nh«*.^„i- *\' i 

and DMF di-Me a«t2 So orodSc^S SUl£ " e teacted " lth DMF 

then with 3-btono-l-otooena to fo™ , Th * ^^"""ylene ) andnoimidazole, 

164583-59-9P 164583-60-2P 9 ' 

Kud^unciasslSdl^SPM 1 ^ °*% ffeCt ° r ' adverse); BSU (Biological 

BXo/^iollS l fl ^ y ff~ use); 

164583^59- Z 9 le cAPL r us S - " inhibitor, and anticancer agents) 

d^ocMo^ - hy l ester. 



IT 



RN 
CN 



Absolute stereochemistry. 




OMe 



>2 HC1 



RN 164583-60-2 CAPLUS 
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CN lH-Imidazole-l-propanoic acid, 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 2 HC1 
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ANSWER 28 OF 66 CAPLUS 
1992:511614 CAPLUS 
117:111614 

Preparation of quinuclidinyl 2-heterocyclylalkyl-3-h vdroxv-? 
Phenylpropanoates as antimuscarinic brLcLdilators * * 
btobie, Alan 

Pfizer Ltd., UK; Pfizer Inc. 



PCT Int. Appl., 
CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



89 pp. 



PI 



FI, 
BE, 



BE, 



PRAI 



OS 
AB 



KTwn 








JP, US 




CH, DE 


, DK, ES, 


AA 


19920307 


C 


19981110 


Al 


19920902 


Bl 


20010919 


CH, DE 


r DK, ES, 


T2 


19930428 


B4 


19950322 


E 


20011015 


T3 


20011201 


A 


19920505 


B 


19960913 


C 


19961227 


A 


19940308 


A 


19900906 


A 


19910328 


W 


19910903 



APPLICATION NO. 
WO 1991-EP1670 



DATE 



19910903 



FR, 



FR, 



GB, GR, IT, LU, NL, SE 

CA 1991-2073005 19910903 

EP 1991-915623 19910903 

GB, GR, IT, LI, LU, NL, SE 
JP 1991-513922 19910903 



AT 
ES 
FI 



1991-915623 

1991- 915623 

1992- 2013 



19910903 
19910903 
19920505 



IT 



RN 
CN 



WO 9204346 
W: CA, 
RW: AT, 
CA' 2073005 
CA 2073005 
EP 500864 
EP 500864 

R: AT, 
JP 05502454 
JP 07025756 
AT 205844 
ES 2161211 
FI 9202013 
FI 97469 
FI 97469 
US 5292749 
GB 1990-19472 
GB 1991-6733 
WO 1991-EP1670 
MARPAT 117:111614 

-^\^%o^T S :o^ia\:ir X( pvrx 0 ^ C -* 1 '= (substituted) inddazolyl, 
(substituted) Ph m - 1 Si Py y ' ~^ r ^ d ^' etc.; X = thienyl, 
Thus, c£2:CPhC02H l a ~s ^JiiSS K %* < n ° ^ ' 

treated witn im i d a Zole , ^^^—^ -e^.oduct 

141831-08-5P 141831-09-6P 

RL: SPN (Synthetic preparation); 

(prepn. of, as antimuscarinic 
141831-08-5 CAPLUS 
lH-Imidazole-l-propanoic acid, 2- 
ImT'' 1 " aZabic y cl °t 2 - 2 -2]oct-3-yl esters 



US 1992-852261 19920605 



PREP (Preparation) 
bronchodilator) 

-amino- . alpha . - (hydroxymethyl ) - . alpha - 

[R-(R*,S*)]- (9CI) (CA INDEX 




O CH 2 -OH 



NH 2 



0-C-C-CH2 N ^ N 

Ph 



RN 141831-09-6 CAPLUS 
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CN lH-Imidazole-l-propanoic acid, 2-amino- . alpha .- (hydroxvmethvl 1 - a i n h a 

phenyl-. l-azabie y =l„ (2 . 2 . 21oct - 3 - y l ester? IR-iS^JTSS! ' <« ?»DE* 




O CH 2 -OH 

II I 

O-C-C- CH2 — 
I 

Ph 



NH2 



N X N 
\=J 
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1992:255934 CAPLUS 

116:255934 

Synthesis of 1-alkyl (or H) -4- (D-lyxo-tetritol-l-yl) -4-imidazolin-2- 

ylideneammonium picrates and chlorides ' inuaazoim 2 

Fernandez-Bolanos, J.; Alaiz Barragan, M 

Fac Quim., Univ. Sevilla, Seville, 41012, Spain 

Anales de Quimica (1991), 87(5), 675-8 

CODEN: ANQUEX; ISSN: 1130-2283 

Journal 

Spanish 

CASREACT 116:255934 
141436-05-7P 141436-06-8P 

.LctL^^l^^tf™ ISynth " iC «» (Pr. P ar.ti= n); ^cx 

(prepn. and acetylation of) 
141436-05-7 CAPLUS 

i^:^~ BU K? net ! tro1 ' 1_ ( 2 - amin °-l-hexyl-lH-imidazol-4-yl) -, 
monohydrochlorxde, [1R- (1R*,2R*,3R*) ]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




NH2 



Me 



(CH 2 )"5 



HC1 



RN 141436-06-8 CAPLUS 

CN l /2 ,3, 4-Butanetetrol, 1- (2-aniino-l-octyl-lH-imidazol-4-yl) - 

monohydrochloride, [lR-(lR*,2R* f 3R*) ]-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
OH OH 




N. Me 
(CH 2 )f 



• HC1 
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141405-93-8P 141505-40-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. and conversion to chloride salt) 
141405-93-8 CAPLUS 

INDEX NAME)^ ] ~' 2 ' 4 ' ^"-trophenol (1:1, <9CI>. (CA 

CM 1 



CRN 141405-92-7 
CMF C13 H25 N3 04 

Absolute stereochemistry. 
OH OH 




(CH 2 )5 



CM 2 

CRN 88-89-1 
CMF C6 H3 N3 07 



02N. 



N02 




RN. 
CN 



141505-40-0 CAPLUS 

[1R- Jl^^Sn 01 ' *~ ( 2- andno - 1 -° ct y^lH-imidazol-4-yl ) -, 

INDEX NAME )^ ' ^ Wlth 2 ' *' 6 ^-itro P henol < 1 1 » , 9CI , (CA 

CM 1 



CRN 141505-39-7 
CMF CI 5 H29 N3 04 

Absolute stereochemistry. 
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AN 1993:650375 CAPLUS 
DN 119:250375 

TI Preparation of new 2, 2-disubstituted glycerol and glycerol-like comnoimrio 
an h t e a g r on^r iti0nS ' ^ ° f " ^^ISSiij'LSr (pS| 

" Llr^^Canguiy^h^fK.^ 3 ^ ^ St ~ ^' ' «—» de Gaeta, 
PA Schering Corp., USA 

50 CODEN: 5 US^ C ° nt - ° f ^ ^ K °' 3 "' 668 ' ^andoned. 
DT Patent 
LA English 
FAN.CNT 1 

PATENT S. KIND DATE APPLICATION NO. DATE 

PI US tllllVn A 19930209 US~1991-758448~ 19910906 

US 5449680 A 19950912 US 1992-955784 19q?inn? 

PRAI US 1989-389668 19890731 "0/84 19921002 

US 1991-758448 19910906 
OS MARPAT 119:250375 . 

AB Title compds. R10CH2CR2R4CH2R3 [I; Rl = alkyl, CONR5R6, C(S)NR5R6- R5 - H 
(un) substituted alkyl, (hetero) aryl, aralkyl, etc. ; R6= un) substituted 
alkyl, (hetero)aryl, aralkyl, etc.; or NR5R6 = (un) substituted 

-Xv'T- ^ OcS = o a ^ Yl M D CF3 ' < Un > subs ^uted aryl, aralkyl; R3 = 
1UV, t - OP03, OC02, 0, S, NRa, NRaS02, OCONRa, NRaC02 (Ra = H alkvl 
acyl); U = (CH2)e or (CH2) f C6H4 (CH2) f ; e = 2-10 f = 1-3 V = -AB 1 - 
bond, OS, 0(CH2)n (n = 1-3), OCO, NRa; B = (un) substituted 
g^s"' uL Cl ?L a t k S' (h f er ° )a ^' variou. (thio, a Jde^f amidine 
IS O SOb £ - n^^t* 1 ^ • gt ° re ^- 1 N atom '- R4 = X-JCl-6 alkyl); X = 

( ~ °" 2) ' NRa; T -noteq. OP03 when Rl = alkyl] were \revd as 
antiallergics and antiinflammatories. For examole rranZiL P re P d - as 

n-C18H37^eC02CH2CMe (OMe, CH20P (O) (OH, OcL^bHp^p"'^", with 
K e i?z5S +I ' ^ 1 ?°- de 2" e - and conversion^ ?he product bromide 

= OP(OMO-^CH^2X^f 'T^ 09 -;-^^ 1 [R1 = C ONMeC18H37-n? de 
<=, x^o [u JOCH2CH2X (X = thiazolio ), R4 = OMel (IT) At- ^ 

p^ndu C :s oLr? r : humar? piasma assay - 11 ^ s ° % iSi «-o f 

induced platelet aggregation. Several formulations, 32 synthetic 
SKT« ?"K" tOIy e "" Pl "- " d '^tion ass,; resale" 0 
IT 125319-91-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
RN ^sS^l^^CAPLUS 10 ^ platelet ag 9 re * ati ° n inhibitor and PAF antagonist) 
CN Carbamic acid methyloctadecyl-, 3- [ [7- (2-amino-lH-imidazol-l- 

yl)heptyl]oxy]-2-methoxy-2-methylpropyl ester (9CI) (CA INDEX NAME) 



' — N 



NH 2 



\ 



Me 



0 Me 



( CH 2 ) 7 - O- CH 2 - C~ CH 2 - O- C- N- ( CH 2 ) 1 7 - Me 
OMe 
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AN 1978:45563 CAPLUS 

DN 88:45563 

S Cavaneri T b J°}°9 lc » 1 activity of some 2-aminoimidazoles 

AU Cavalleri, B.; Volpe, G.; Arioli, V.; Parenti, F. 

cn » ' Gru PP° Lepetit S.p.A., Milan, Italy 

SO Arzneimittel-Forschung (1977), 27(10), 1889-95 

CODEN: ARZNAD; ISSN: 0004-4172 
DT Journal 
LA English 

^ ttt^t ° f ^"o-^^-^ylimidazoles and related derivs. (I) were 

IT S ' th " ebi ' i"* 1 "'^ » anticario g ^ic q actIv™ * 

(prepn. and antimicrobial activity of) 
RN 65146-51-2 CAPLUS 

C " l™«iND^r U ' 1 '- biE ' hS ° yll - 4 - yl - 1 - b ''W-' —-y^ochiorid. 



H2N 



n-Bu 




• HC1 
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1984:438268 CAPLUS 
101:38268 

Penicillanic acid derivatives 
Wei, Chung Chen; Weigele, Manfred 
Hoffmann-La Roche, Inc., USA 
U.S., 32 pp. 
CODEN: USXXAM 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



DT 
LA 



KIND DATE 



APPLICATION NO. DATE 



PI 



US 
EP 



DE, 



A 19840214 
Al 19850717 
FR, GB, IT, LI 



PRAI 

OS 
AB 



IT 



A2 

A 

A 



19850802 
19850827 
19860812 
19820318 
19840105 



US 1982-359326 
EP 1983-112841 

JP 1983-252393 
US 1984-568329 
US 1985-736185 



19820318 
19831220 

19831230 
19840105 
19850520 



RN 
CN 



4431653 
148283 
R: CH, 
JP 60146892 
US 4537969 
US 4605744 
US 1982-359326 
US 1984-568329 
CASREACT 101:38268 

cycie- 1 R i -%S < l^H^ alkyl T- CyCle; X1 = 5 - 7 --mbered N heterocyclic 
cycle, R — 5-7-membered di- or triazaheterocyclyl) were prepd. Thus the 
acetal II was prepd. from 2- (4-pyridyl) ethanol in 6 steps and was treated 
wxth 6-anunopenicillanic acid to give III which had a mL. inhibitory 
concn. against Escherichia coli 257 of 0.25 .mu.g/mL 
90747-73-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(hydrolysis of) 
90747-73-2 CAPLUS 
Carbanuc^,^ 



phenylmethylNsster (9CI) (CA INDEX NAME) 




IT 



RN 
CN 



90747-41-4P 90748-29-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Bioloqical 

(prepn. and bactericidal activity of) 
90747-41-4 CAPLUS 

4-Thia-l-azabic y clo[3.2.0]heptane-2-carboxylic acid, 6- [ [ [4- [3- (2-amino-lH- 
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imidazol-l-yl) propyl] -1-piperidinyl] methylene] amino] -3, 3-dimethyl-7-oxo- 
monohydrochlorxde, [2S- (2 . alpha. , 5 .alpha. , 6.beta. ) ] - ( 9CI ) ^CA INDEX ' 

Absolute stereochemistry. 
Double bond geometry unknown. 



NH2 




yy\ / <CH 2 )3 
IT N 




H Me 




C02H 



HC1 



RN 90748-29-1 CAPLUS 

CN 4-Thia-l-azabicyclo [3 . 2 . 0] heptane-2-carboxylic acid, 6- [ [ [4- [3- (2— amino— 1 H 
S \ 1 :y 1) P r °P^J-l-Piperidinyl]methylene]amino -3 J-dimith y l-^oxo- 

[2S-(2. alpha. ,5. alpha. ,6. beta. )]- (9CI) (CA INDEX NAME) ' 

Absolute stereochemistry. 
Double bond geometry unknown. 



NH 2 



N^ X N^ 
\=J 



(CH 2 )3 




C0 2 H 



IT 



RN 
CN 



90747-75-4P 

^actLr R o e rrea5entf PN (SynthetiC «*1»»"~> ' ™ (Preparation,; RACT 
907^75-4 a ?AP^S Cti ° n ° f ' W±th ° MF di_Me aCetal) 

lH-Imidazol-2-amine, 1- [3- (4-piperidinyl)propyl] - (9CI) (CA INDEX NAME) 
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N 

N 

i 

(CH 2 )3 




IT 90747-74-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
RN 90747-74-3 CAPLUS 

\ZAmtl?^r ne ' ^^-^-P^^-yDP-Pyl]-, dihydrochloride 



CN 




• 2 HC1 
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